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resin-bound adduct B34. Resin B33 also sequesters the HQ 
byproduct from the reaction mixture by proton transfer 
from solution-phase Base-HQ. Incubation at room 

temperature, filtration, rinsing of the resin cake, and 
concentration of the filtrates affords purified products 
B-i filtered away from resin-bound adducts B32, B33, 
B34, B35, and B36. 
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Scheme B-5 specifically illustrates the 
derivatization of the primairy amine-containing scaffold 
CI to afford the desired products B-i in a parallel 
array synthesis format, in a parallel array synthesis 
reaction block, individual reaction products are prepared 
in each of multiple reaction block vessels in a spatially 
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addressed format. a solution of the desired primary 
amine-containing scaffold CI (limiting amount,) in 
dimethylformamide (DMF) is added to the reaction vessels 
followed by a 4.0 fold stoichiometric excess solution of 
N-methylmorpholine in DMF. To each reaction vessel is 
then added the electrophiles : either a 2.0 fold 
stoichiometric excess when R^-Q is an acid chloride or 
alkyl chloroformate. or a 1.5 fold stoichiometric excess 
when R-^-Q is a sulfonyl chloride, or a 1.25 fold 
stoichiometric excess when R^-Q is an isocyanate. Excess 
electrophiles and N-methylmorpholine were used to effect 
more rapid and/or more complete conversion of scaffold CI 
to products B-OOOl-B-0048 compared to reactions that do 
not utilize stoichiometric excesses of electrophiles and 
N-methylmorpholine. The reaction mixtures are incubated 
at ambient temperature for 2-3 h. Each reaction vessel 
is then charged with a large excess (15-20 fold 
stoichiometric excess) of the amine-f unctionalized resin 
B33 and the aldehyde-functionalized resin B32 . The 
resin-charged reaction block is shaken vertically for 
14-20 h on an orbital shaker at ambient temperature to 
allow optimum agitation of the resin-containing vessel 
mixtures. The excess electrophiles R^-Q and any 

unreacted scaffold amine CI are removed from the reaction 
25 medium as insoluble adducts B34 and B37 respectively. In 
addition the N-methylmorpholine hydrochloride salt formed 
during the course of the reaction is also neutralized to 
its free base form by proton transfer reaction to the 
amine-f unctionalized resin B33 . Simple filtration of the 
30 insoluble resin- adducts B32, B33, B34, B3 6, and B37, 
rinsing of the resin cake with dichloroethane, and 
evaporation of the filtrates affords the desired products 
B-i in purified form. 
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Scheme B-5 
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scheme B-6 illustrates a general synthetic method 
involving the parallel array reaction of a scaffold C-ii 
containing a secondary amine functionality within the 
definition of the substituent. Each reaction vessel is 
charged with the secondary amine-containing scaffold C- 
ii, followed by the introduction of a stoichiometric 
excess of an optionally unique electrophile R^-Q into each 
vessel, wherein Q is chloro, bromo, or an acid activating 
group including but not limited to N-hydroxysuccinimide . 
includes acid chlorides, alkyl chlorof ormates , 



R^-Q 
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sulfonyl chlorides, activated esters of carboxylic acids, 
activated carbamates, and isocyanates. Reaction of 
scaffold C-ii with R^-Q is effected in the presence of 
tertiary amine base at room temperature or elevated 
temperature in a mixture of a polar aprotics solvent 
and/or a halogenated solvent. After solution-phase 
reactions have progressed to afford crude product 
mixtures in each vessel, the products 

B-ii are isolated in purified form by the addition of the 
isocyanate-functionalized -resin B38 ' which covalently 
sequesters remaining secondary amine scaffold C-ii as 
resin-bound adduct B39, and also by the addition of the 
primary amine-f unctionalized resin B33 which covalently 
sequesters remaining electrophile R^-Q from each reaction 
vessel as resin-bound adducts B40. Resin B33 also 
sequesters the HQ byproduct in each vessel as B36, formed 
t>y proton transfer from solution-phase Base-HQ. 
Incubation with these resins, either simultaneously or 
sequentially, followed by filtration, rinsing, and 
concentration of the filtrates affords purified products 
B-ii filtered away from resin-adducts B33, B36, B38, B39, 
and B40 . 
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Scheme B-7 illustrates the conversion of the secondary- 
amine containing scaffold C-2 to the desired products B- 
ii. In a parallel array synthesis reaction block, 
individual reaction products are prepared in each of 48 
multiple reaction block vessels, a solution of the 

scaffold C-2 (limiting amount) in dimethyl formamide 
(DMF) is added to the reaction vessels followed by a 4.0- 
fold stoichiometric excess solution of N-methylmorpholine 
in DMF. To each reaction vessel is then added an 

electrophile R^-Q as a dichloroethane (DCE) solution: 
either a 2,0 fold stoichiometric excess is used when R^-Q 
is an acid chloride or alkyl chlorof ormate, or a 1.5 fold 
stoichiometric excess when R^-Q is a sulfonyl chloride, or 
a 1.25 fold stoichiometric excess when R^-Q is an 
isocyanate. The reaction mixtures are incubated at 
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ambient temperature for 2-6 h. Each reaction vessel is 
then charged with a large excess (15-20 fold 
stoichiometric excess) of the amine-f unctionalized resin 
B33 and the isocyanate-f unctionalized resin B32. The 
resin-charged reaction block is shaken vertically for 
14-20 h on an orbital shaker at ambient temperature to 
allow optimum agitation of the resin-containing vessel 
mixtures. The excess electrophiles R^-Q and unreacted 
scaffold amine C-2 are removed from the reaction mediiom 
as insoluble adducts B40 and B39, respectively. Resin 
B33 also sequesters the HQ byproduct in each vessel as 
B36, formed by proton transfer from solution-phase Base- 
HQ, Incubation with these resins, followed by filtration 
and rinsing with solvent mixtures of DMF and/or DCE, 
affords purified product solutions in collection vials 
filtered away from resin-adducts B33, B36, B38, B39, and 
B40, Concentration of filtrates affords purified 

products B-ii. 



Scheme B-7 




Scheme B-6 illustrates another general synthetic method 
involving the parallel array reaction of a scaffold C-ii 
containing a secondary amine functionality within the 
definition of the substituent. Each reaction vessel is 
charged with the secondary amine-containing scaffold C- 
ii, followed by the introduction of a stoichiometric 
excess of an optionally unique, electrophile R^-Q into each 
vessel. Reaction of scaffold C-ii with R^-Q is effected in 
the presence of tertiary amine base at room temperature 
or elevated temperature in a mixture of a polar aprotic 
solvent and/or a halogenated solvent. 
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Excess electrophiles and N-me thy Imorpho line are used to 
effect more rapid and/or more complete conversion of 
scaffold C-ii to products B-ii compared to reactions that 
do not utilize stoichiometric excesses of electrophiles 
and N-methylmorpholine. The reaction mixtures are 
incubated at ambient temperature for 2-8 h. Each 
reaction vessel is then charged with the sequestration- 
enabling reagent phenylsulf onylisocyanate B41. This 
reagent B41 reacts with remaining secondary amine 
scaffold c-ii, converting C-ii to the in si tu-derivatized 
compound B42 . Subsequent incubation of these vessel 
mixtures with a large excess (15-20 fold stoichiometric 
excess) of the amine-f unctionalized resin B33 sequesters 
the solution-phase species R^-Q, HQ, B41, and B42 as the 
resin-bound adducts B40, B36, B44, and B43. respectively, 
a The resin-charged reaction block is shaken vertically for 

;^ 14-20 h on an orbital shaker at ambient temperature to 

IV allow optimum agitation of the resin-containing vessel 

q mixtures. Filtration of the insoluble resin- adducts 

a 20 B33, B36, B40, B43 and B44 and subsequent rinsing of the 
vessel resin-bed with DMF and/or DCE affords filtrates 
containing the purified products B-ii. Concentration of 
the filtrates affords the purified products B-ii. 
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Scheme B-9 illustrates the method of Scheme B-8 using 
scaffold C-2, A solution of the scaffold C-2 (limiting 
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amount) in dime thy Iformamide (DMF) is added to the 
reaction vessels followed by a 4,0-fold stoichiometric 
excess solution of N-methylmorpholine in DMF, To each 
reaction vessel is then added an electrophile R^-Q as a 
dichloroethane (DCE) solution: either a 2.0 fold 

stoichiometric excess is used when R^-Q is an acid 
chloride or alkyl chlorof ormate, or a 1.5 fold 
stoichiometric excess when R^-Q is a sulfonyl chloride, or 
a 1.25 fold stoichiometric excess when R^-Q is an 
isocyanate. The reaction mixtures are incubated at 
ambient temperature for 2-6 h. After solution-phase 
reactions have progressed to afford crude product 
mixtures, each reaction vessel is then charged with a 
dichloroethane solution of the sequestration-enabling 
reagent phenylsulf onylisocyanate B41. This reagent B41 
reacts with remaining secondary amine scaffold C-2, 
converting C-2 to the in si tu-derivatized compound B45. 
Subsequent incubation of these vessel mixtures with a 
large excess (15-'20 fold stoichiometric excess) of the 
amine-f unctionalized resin B33 sequesters the solution- 
phase species R^-Q, HQ, B41, and B45 as the resin-bound 
adducts B40, B36, B44 , and B46, respectively. The resin- 
charged reaction block is shaken vertically for 20 h on 
an orbital shaker at ambient temperature to allow optimum 
agitation of the resin-containing vessel mixtures. 
Filtration of the insoluble resin- adducts B33, B36, B40, 
B44, and B46 and subsequent rinsing of the vessel resin- 
bed with DCE affords filtrates containing the purified 
products B-ii. Concentration of the filtrates affords 
the purified products B-ii. 
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Another general method for the parallel array reaction 
block synthesis is illustrated in Scheme B-10 for the 
derivatization of the carboxylic acid-containing scaffold 
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C-iii. Scaffold C-iii with a free carboxylic acid 

functionality is reacted in spatially addressed, parallel 
array reaction block vessels with excesses of optionally 
different primajry or secondary cunines B47 in the presence 
of the polymer -bound carbodiimide reagent B48 and a 
tertiary amine base in a mixture of a polar aprotic 
solvent and/or a halogenated solvent. After filtration 
of each crude vessel product misture away from resins B48 
and B49, each reaction mixture is purified by treatment 
with the sequestration-enabling-reagent . BSO (tetra- 
f luorophthalic anhydride) . The reagent BSO reacts with 
remaining excess amine B47 to afford the in situ- 
derivatized intermediates B51 which contain carboxylic 
acid molecular recognition functionality. Subsequent 
incubation of each reaction mixture with a 15-20-fold 
stoichiometric excess of the primay amine-f unctonalized 
resin B33 sequesters B51, BSO, and any remaining acid 
scaffold C-lli as resin-bound adducts .B52, BS3, and B54, 
respectively. Filtration of soluton-phase products B-iii 
away from these resin-bound adducts and rinsing of the 
resin beds with a polar aprotic solvent and/or 
halogenated solvent affords filtrates containing purified 
products B-lil. Concentration of the filtrates affords 
purified B*iil. 
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Scheme B-10 
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Scheme ' B-11 illustrates the conversion of the acid 
containing scaffold C-49 to the desired amide products B- 
iii in a parallel synthesis format. A limiting amount of 
the scaffold C-*49 is added as a solution in 
dimethyl formamide to each reaction vessel containing the 
polymer bound carbodiimide reagent B48 (5 fold 
stoichiometric excess) . A solution of pyridine (4 fold 
stoichiometric excess) in dichlorome thane is added to 
this slurry, followed by ad^aition of an excess amount of 
a dimethyl formamide solution of a unique amine B47 (1.5 
fold stoichiometric excess) to each vessel. The parallel 
reaction block is then agitated vertically on an orbital 
shaker for 16-18 h at ambient temperature and filtered to 
separate the solution phase product mixture away from 
resin-bound reagent B48 and resin-bound reagent byproduct 
B49. The resulting solutions (filtrates) containing a 
mixture of the desired amide products B-iii, excess 
amines B47 and any unreacted acid containing scaffold C- 
49, are treated with tetraf luorophthalic anhydride B50, 
B50 converts the excess amines B47 in each filtrate 
vessel to its respective sequestrable half acid form B51, 
After two h incubation time, an excess of the amine- 
functionalized resin B33 and dichlorome thane solvent are 
added to each reaction vessel. The amine-containing 
resin B33 converts B51, any remaining B50, and any 
remaining C-49 to their resin-bound adducts B52, B53, and 
B55, respectively. The resin-charged reaction block is 
shaken vertically for 16 h on an orbital shaker at 
ambient temperature to allow optimxim agitation of the 
resin-containing vessel mixtures. Filtration of the 
insoluble resin- adducts B33, BS2, B53., and B55 and 
subsequent rinsing of the vessel resin-bed with 
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dimethylf orxnamide affords filtrates containing the 
purified products B-iii. Concentration of the filtrates 
affords the purified products B-iii. 
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Although Schemes B-1 through B-11 describe the use of 
parallel array chemical library technology to prepare 
compounds of general formulae B-i, B«il, and B-ixi, it is 
noted that one with ordinary skill in the art of 
classical synthetic organic chemistry would be able to 
prepare B-i, B-li, and B-iii by conventional means (one 
compound prepared at a time in conventional glassware and 
purified by conventional mesuis such as chromatography 
and/or crystallization) . 

A general synthesis of pyridylpyrazole scaffolds C-i, C- 
ii, and C-ixi is depicted in Scheme C-1. 

Step A: Picoline is treated with a base chosen from but 
not limited to n-butyllithium (n-BuLi) , lithium di-iso- 
propylamide (LDA) , lithium hexamethyldisilazide (LiHMDS) , 
potassiim t-butoxide ( tBuOK) , or sodium hydride (NaH) in 
an organic solvent such as tetrahydrof uran (THF) , diethyl 
ether, t-butyl methyl ether, t-BuOH or dioxane from -78 °C 
to 50 °C for a period of time from 10 minutes to 3 hours. 
The metallated picoline solution is then added to a 
solution of ester B56. The reaction is allowed to stir 
from 3 0 minutes to 48 hours during which time the 
temperature may range from -20 °C to 120 The mixture 

is then poured into water and extracted with an organic 
solvent. After drying and removal of solvent the pyridyl 
monoketone B57 is isolated as a crude solid which can be 
purified by crystallization and/or chromatography. 
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Step B: A solution of the pyridyl monoketone B57 in 
ether, THF, tBuOH, or dioxane is added to a base chosen 
from but not limited to n-BuLi, LDA. LiHMDS, tBuOK. or 
NaH contained in hexane, THF, diethyl ether/ t-butyl 
methyl ether, or t-BuOH from -78 °C to 50 °C for a period 
of time from ranging from 10 minutes to 3 hours. An 
appropriately substituted activated ester or acid halide 
derived from R^-C02H is then added as a solution in THF, 
ether, or dioxane to the monoketone anion of B57 while 
the temperature is maintained between -50 °C and 50 ^'C. 
The resulting mixture is allowed to stir at the specified 
temperature for a period of time from 5 minutes to three 
hours. The resulting pyridyl diketone intermediate B58 
is utilized without purification in Step C. 

Step C: The solution containing the pyridyl diketone B58 
is quenched with water and the pH is adjusted to between 
4 and 8 utilizing an inorganic or organic acid chosen 
from HOAc, H2SO4, HCl, or HNO3 . The temperature during 
this step is maintained between -20 °C and room 
temperature. Hydrazine or hydrazine hydrate was then 
added to the mixture while maintaining the temperature 
between -20 °C and 40 °C for a period of 30 minutes to 
three hours. The mixture is then poured into water and 
extracted with an organic solvent. The pyridyl pyrazole 
C-i or C-ii is obtained as a crude solid which is 
purified by chromatography or crystallization. 

Step: D In some cases the pyridyl pyrazole C-i or C-ii is 
alkylated with Q-C (R^) - (CH2 ) nC02alkyl wherein Q is 
halogen. C-i or C-ii is treated with a base chosen from 
NaH, NaOEt, KOtBu, or NEt3 in an organic solvent such as 
THF, methylene chloride, dioxane, or DMF at temperatures 
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between -20 and 150 and reaction times between 3 0 
minutes cuid 12 hours. The resulting alkylated pyridyl 
pyrazole ester is then hydrolyzed to the acid by treament 
with NaOH or LiOH in aqueous /alcohol solvent mixtures or 
in THF/water solvent mixtures. Alternatively, the ester 
function is removed by treatment with an organic or 
inorganic acid if the alkyl residue is t-butyl . 
Acidification, followed by extraction with an organic 
solvent affords C-iii which may be purified by 
chromatography or crystallography. In some cases, 

regioisomeric alkylated products C-iv are also formed. 
The desired C-iii can be separated away from C-iv by 
chromatographic purification or by fractional 
crystallization. 
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5 A synthesis of pyridylpyrazole scaffold C-1 is depicted 
in Scheme C-2 , 



Step A: 
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Picoline is added to a solution of LiHMDS in THF at room 
temperature over a time period ranging from 30 minutes to 
1 hour. The resulting solution is stirred for an 
additional 30 minutes to 1 hour at room temperature. 
This solution is then added to neat ethyl p- 
f luorobenzoate B60 at room temperature over 1-2 h- The 
mixture is then allowed to stir at room temperature for 
16-24 h. Equal portions of water and ethyl acetate are 
then added to the reaction and the mixture is partitioned 
in an extraction funnel. The organic layer is dried, 
filtered, and evaporated to give an oily solid. Hexanes 
are then added and the solid is filtered and washed with 
cold hexanes leaving the pyridyl monoketone B61 for use 
in Step B. 
Step B: 

The pyridyl monoketone B61 is added as a solution in THF 
to a flask maintained at room temperature which contains 
t-BuOK in a THF/ t-BuOH cosolvent- A yellow precipitate 
forms and stirring at room temperature is continued for 
1-3 h. After this time, N-Cbz-protected glycine N- 
hydroxysuccinimide B62 is added dropwise at room 
temperature as a solution in THF over 1-3 h. This 
solution," containing crude diketone B63, is used directly 
in Step C. 

Step C:. The solution from step C is treated with water 
and the pH is adjusted to between 6 and 7 with acetic 
acid. Hydrazine hydrate is then added dropwise to the 
mixture as a solution in water over 3 0 minutes to Ih at 
room temperature. Water and ethyl acetate are then added 
to the flask and the mixture is then partitioned in a 
separatory funnel. The organic layer is dried, filtered, 
and evaported to give a crude oil which is purified by 
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silica gel chromatography, giving rise to purified c- 
ICbz. 

Step: D 

The Cbz protecting group contained in compound C-lCbz 
is cleaved using hydrogen gas under . pressure and Pd-C in 
methanol solvent. The resulting amine C-1 is obtained 
by filtration and concentration. 
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Scheme C*2 




C-1 
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A number of pyridyl pyrazole scaffolds of type C-v are 
prepared as shown in Scheme C-3 . 

Step A: Picoline is treated with a base chosen from but 
not limited to n-BuLi, LDA, LiHMDS, tBuOK, or NaH in an 
organic solvent such as THF. ether, t-BuOH or dioxane 
from -78 °C to 50 °C for a period of time from 10 minutes 
, to 3 hours. The metallated picoline solution is then 
added to a solution of an appropriately activated ester 
analog of a carboxylic acid CbzNR«-(CH2) nCR^ (R°) -CO2H or 
BocNR"-(CH2) nCR^R°)-C02H, preferably but not limited to 
the N-hydroxysuccinimide B64 . The reaction is allowed to 
stir from 3 0 minutes to 4 8 hours during which time the 
temperature may range from -2 0 °c to 12 0 °C . The mixture 
is then poured into water and extracted with an organic 
solvent. After drying and removal of solvent the pyridyl 
monoketone B65 is isolated as a crude solid which can be. 
purified by crystallization and/or chromatography. 

Step B: A solution of the pyridyl monoketone B65 in 
ether, THF, tBuOH, or dioxane is added to a base chosen 
from but not limited to n-BuLi, LDA, LiHMDS, tBuOK, or 
NaH contained in hexane, THF, ether, dioxane, or CBuOH 
from -78 °C to 50 °C for a period of time from 10 minutes 
to 3 hours. The anion sometimes precipitates as a yellow 
solid. An appropriately substituted activated ester such 
as the N-hydroxysuccinimide 366 is then added as a 
solution in THF, ether, or dioxane to the monoketone 
anion while the temperature is maintained between -50 "^C 
and 50 *C. The resulting mixture is allowed to stir at 
the specified temperature for a period of time from 
ranging from 5 minutes to 3 hours . The resulting pyridyl 
diketone intermediate B67 is utilized without further 
purification in Step C. 
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Step C: The solution containing the pyridyl diketone B67 
is c[uenched with water and the pH is adjusted to between 
4 and 8 utilizing an inorganic or organic acid chosen 
from HOAc, H2SO4, HCl, or HNO3 • The temperature during 
this step is maintained between -20 *=*C and room 

temperature. Hydrazine or hydrazine hydrate is then 
added to the mixture while maintaining the temperature 
between -20 ''C and 40 °C for a period . of 30 minutes to 
three hours. The mixture, is then poured into water and 
extracted with an organic solvent. The pyridyl pyrazole 
C-vBoc or C-vCbz is obtained as a crude solid which is 
purified by chromatography or crystallization. 

Step: D 

The carbamate protecting groups from C-vBoc or C-vCbz are 
removed to afford the scaffolds C-v containing either a 
free primary amine (R" is hydrogen) or a free secondary 
amine (R" not equal to hydrogen) . The Boc protecting 
carbamate groups are cleaved utilizing 1:1 
trif luoroacetic acid (TFA) /methylene chloride at room 
temperature for several hours. The CBZ carbamate 

protecting groups are cleaved using hydrogen gas under 
pressure and Pd-C in an alcoholic solvent. The resulting 
amines C-v are then optionally crystallized or purified 
by chromatography. 




5 
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The synthesis of scaffolds C-vi is accomplished as shovm 
in Scheme C-4 . 

Step A: 

A Boc protected pyridylpyrazole B68 is treated with 
benzaldehyde in methylene chloride at room temperature in 
the presence of a drying agent for a period of time 
ranging from 1-24 h. Solvent is then evaporated and the 
resulting imine B69 is used in step B without further 
purification - 

Step B: 

The pyridylpyrazole imine B69 is dissolved in THF and 
stirred under nitrogen at temperatures ranging from -78 
to -20 "^C. A base such as LDA, n-BuLi , or LiHMDS is added 
dropwise to the mixture which is then stirred for an 
additional 10 minutes to 3 h. Two-five equivalents of an 
alklyating agent R^-Q are then added to the mixture and 
stirring is continued for several hours. The mixture is 
then quenched with acid and allowed to warm to room 
temperature and stirred several hours until cleavage of 
the Boc and the imine functions is complete. The pH is 
adjusted to 12 and then the mixture is extracted with an 
organic solvent, which is dried and evaporated. The 
crude pyridylpyrazole is then crystallized and/or 
chromatographed to give C-vi. 
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Scheme C-4 
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The synthesis of maleimide-containing scaffolds C-vii 
accomplished as shown in Scheme C-5. 



10 



15 



The maleimide pyrazole scaffolds • C-vii are 
synthesized as depicted in scheme C-5. Condensation 
reaction of a primary amine HjN-R with a maleic anhydride 
B70 that is substituted at .position 3 with either a 
bromo, chloro, or triflate group generates compound B71. 
The formed maleimide derivative B71 then reacts with an 
acetophenone derivative B72 in the presence of a Pd.(O) 
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catalyst and base to afford compound B73 . * The methylene 
position of B73 is then acylated with an acid anhydride 
B74 or an activated acid ester B75, forming the di-ketone 
derivative B76 . The di-ketone B76 condenses with 
hydrazine to afford the desired maleimide pyrazole 
scaffold C-vii . 




Scheme C-6 illustrates the synthesis of the 
maleimide pyrazole scaffold C-63 wherein is hydrogen. 
The synthesis starts with the condensation reaction of 
bromomaleic anhydride B77 with 2, 4-dimethoxybenzylamine 
in acetic acid and acetic anhydride, giving rise to 
intermediate B78. The maleimide B78 is then treated with 
4 ' -f luoroacetophenone in the presence of catalytic amount 
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Pd2{c3ba)3 and sodium t-butoxide to form the 
f luoroacetophenone substituted maleimide B79. The B79 is 
treated with tert-butoxybis (dimethyl amino) methane to 
yield the a-ketoenamine B80 . The a-ketoenamine * B80 is 
condensed with hydrazine to form the maleimide pyrazole 
skeleton BSl. The 2, 4-dimethoxybenzyl group protecting 
group is optionally removed with eerie ammonium nitrate 
(CAN) to give compound C-63. 



Scheme C-6 




B81 C-63 



Scheme C-7 illustrates the synthesis of maleimide- 
containing scaffolds C-64 and C-65 . These scaffolds C-49 
and C-50 are synthesized according to the general methods 
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illustrated in Scheme c-5 and exemplified with the 
utilization of N-hydroxysuccinimides B82 and B83 to 
afford the maleimide-containing pyrazoles B86 and B87, 
respectively. Optional removal of the 2,4- 

dimethoxylbenzyl groups with CAN and subsequent removal 
of the Boc-protecting groups with trif luoroacetic acid 
(TFA) affords the scaffolds C-64 and C-65. 
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Scheme C-7 
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The various functionalized resins and sequestration- 
enabling-reagents utilized to prepare and purify parallel 
5 reaction mixtures are more fully described below, 
including their commercial source or literature reference 
to their preparation. 
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4-benzyIoxyben2aldehyde functionaiized polystyrene. 
Novablochem cat. #01-64-0182 



B33 




Prepared as reported in D. L. Rynn et aU 

J. American Chemical Society (^991) 119 . 4874-4881. 



B38 




Methylisocyanate functionalized polystyrene. 
Novabiochem cat. # 01 -64-01 69 



s — 




CI 0 
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Polymer bound EDC, prepared as reported 
by M. C. Desai et al. Tetrahedron Letters 
(1993) M. 7685. 



B41 




Benzenesulfonylisocyanate, purchased from 
Aldrich Chemical Company. Cat# 23,229-7 



ID 



B50 



F 



Tetra-fluorophthalic anhydride, purchased 

from Aldrich Chemical Company. Cat # 33,901-6 
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5 



10 

1^, Experimental procedure for the parallel synthesis of a 

• series of amides, carbamates, ureas and sulfonamides B- 

fy 0001 through B-0048 from scaffold C-1. 

I ; 

15 Eacan^les B-OOOl through B-0048 

To each reaction vessel (polypropylene syringe tubes 
[r: fitted with a porous frit, closed at the bottom) of a 

Q parallel reaction apparatus was added 200 uL of 

dimethylformamide, A stock solution of the scaffold 
|i 20 amine C-1 in dimethylf ormamide (0.1 M, 500 uL) was added 
to each reaction vessel followed by the addition of a 
stock solution of N-methylmorpholine in dimethylf ormamide 
(1,0 M. , 200 uL) . A stock solution of each of the 
electrophiles was then added to the appropriate reaction 
25 vessels: a) 500 uL of a 0,2 M solution of the acid 
chlorides in dichloroethane or b) 500 uL of a 0.2 M 
solution of the chlorof ormates in dichloroethane or c) 
313 uL of a 0.2 M solution of the isocyanates in 
dichloroethane or d) 375 uL of a 0.2 M solution of the 
30 sulfonyl chlorides in dichloroethane. The parallel 
reaction apparatus was then, orbitally shaken (Labline 
Benchtop orbital shaker) at 2 00 RPM at ambient 
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temperature (23-3 0 °C) for a period of 2-3 h, under, a 
gentle flow of nitrogen. At this time each reaction 
vessel was treated with approximately 250 mg of polyamine 
resin B33 (4,0 meq N/g resin) and approximately 100 mg of 
5 polyaldehyde resin B32 (2.9 mmol/g resin). Each reaction 
vessel was diluted with 1 mL dime thy Iformamide and 1 mL 
dichloroethane and the orbital shaking was continued at 
200 RPM for a period of 14-20 h at ambient temperature. 
Each reaction vessel was then opened and the desired 
10 solution phase products separated from the insoluble 
quenched byproducts by filtration and collected in 
J:^ individual conical vials. Each vessel was rinsed twice 

O with dichloroethane (1 mL) and the rinsings were also 

12 collected. The solutions obtained were then evaporated 

15 to dryness in a Savant apparatus (an ultracentrif uge 
;5 equipped with high vacuijun, scalable temperature settlings 

and a solvent trap to condense the volatile solvent 
J^^i vapors) . The resulting amide, carbamate, urea and 

O sulfonamide products were then weighed and characterized. 

20 The yields and analytical data for the products obtained 
M using this method are shown below. 



25 



30 
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Example# 



Observed 

%Yield M«t finpc "^^^ ^P®^ 
Mass Spec ^^^^^ 



B-0048 





95 



414 



415 



585 



By analogy to the procedure identified above for the 
preparation of Examples B0001-B0048, the following 
examples B-0049 through B-1573 were prepared. 



# • 

586 




587 

Example* 



J cai<-H Observed 



§.■=43; 



B-0056 








Q 


'i 86 


487 


488 


B-0057 






o 


\ I 

^! 


83 


394 


395 




1 


B-0058 




i 

1 




S 

<\ 


86 


462 


463 


B-0059 








92 


466 


467 


B-0060 






74 


456 


457 


B-0061 






35 


458 


459 


B-0062 




O 




94 


458 


459 


B-0063 






87 


372 


373 


B-0064 






5 


394 


395 


B-0065 




1^ 




87 


420 


395 



588 




590 



Example* 



rai/.H Observed 

%Yleld Mass Spec 

Mass Spec ^^^^^^ 

t ' I I ' I 

_ I / 



B-0086 


r-O-; 




1 

! ' i 

O i 


432 


433 


B-0087 




o 


95 


416 


417 


B-0088 




! 






438 


439 


B-0089 






1 o 1 




336 


337 


B-0090 






o 




444 


445 


B-0091 






O 




368 


369 


B-0092 










506 


507 


B-0093 










436 


437 


B-0094 










461 


462 






B-0095 




1 O F 




408 


409 
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Example# 



Calcd Observed 
%Yield • Mass Spec 

Mass Spec ^^^^^ 



B-0096 




I ° ! 




410 


411 













o 
o 
in 

m 
o 

5; 

ry 
o 

o 
1- 




592 




593 



Example* 



Calcd. Observed 
Mass spec *«-/„P« 



B«0104 






k r /=\ 


59 


426 


427 


B-0105 


r"0~ 




0 ^ 

I o 


79 


360 


361 


B-0106 




1 


fi / 
H \ 

o 


56 


374 


375 


B-0107 




o 

S II 

^ II 

o 


33 


346 


347 


B-0108 








12 


466 


467 


B-0109 








65 


450 


451 








B-0110 






55 


458 


459 


B-0111 




i 




41 


458 


459 


B-0112 






19 


467 


468 


B-0113 








78 


453 


454 
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Example# 



Caied Observed 

opec ^^^^^ 

j 



m 



B-0134 




j 






87 


444 


445 


B-0135 






1 a 


67 


476 


477 








B-0136 










100 


570 












B-0137 










35 


480 


481 
















B-0138 












60 


500 










B-0139 




r «a« 1 

ivvO 1 


73 


585 


586 


B-0140 










62 


434 


459 
























B-0141 










100 


483 


484 










B-0142 




1 






90 


444 


445 


B-0143 






1 




\ o 

CF, 


61 


492 


493 
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Example* 









%Yleld 


Calcd. 
Mass Spec 


Observed 
Mass Spec 
(M^-H) 


















B-0144 












49 


448 


449 
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''■3. 


Example# 




Caied Observed 
R-' %Yleld in-. Mass Spec 
Mass Spec ^^^^^ 


B-0145 




o 


48 


433 


434 


B-0146 






32 


415 


416 


B-0147 






67 


471 


472 


B-0148 






79 


465 




B-0149 






65 


353 


354 


B-0150 






53 


465 


466 




B-OISI 






68 


401 


402 
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Example# 






Observed 

Mass spec 


B-0152 




r i 




•V" 












hr- 


39 


383 


• 


B-0153 


h-O-l 








96 


427 


428 








B-0154 




1 




44 


459 


460 


B-p155 


rO-l 




1 q 


74 


479 


480 


B-0156 








44 


459 


460 


B-0157 








72 


415 


416 










B-0158 










96 


445 


• 

446 


B-0159 








97 


411 


412 








B-0160 




j 






49 


417 


418 






B-0161 




1 

1 






r 


1 

1 93 

1 
1 


459 


460 



600 




601 



Example# 






Calcd Observed 
Mass Spec ^'^^ ^P**' 


B-0172 




A 




62 


471 


472 


B-0173 




1 




40 


455 


456 


B-0174 






J 


92 


405 


406 


8-0175 










96 


387 


388 


B-0176 




1 




o 


25 


415 


416 


B-0177 




\ 








100 


397 


398 


B-0178 




H 






34 


429 


430 


B-0179 




1 






72 


429 


430 


B-O180 




1 

i 




c 


1 


91 


463 


464 


B-0181 




; 

1 




1 


100 


463 


464 



602 




603 



Example# 






%Yield 


Calcd, 
Mass Spec 


Observed 
Mass Spec 
(M+H) 
















B-0192 






.XXj 


35 


455 


456 








i 











604 



Example# 




%Yield 


Calcd. 
Mass Spec 


Observed 

Mass Spec 
(M+H) 


B-0193 






\ O ! 


42 


378 


379 


B0194 






i o 


65 


365 


366 


B-0195 






93 


587 


588 






B-0196 






i CT: 


82 


365 


366 


B-0197 






O I 


100 


587 


588 


B*0198 






o 


86 


373 


374 


B-0199 






o 


81 


373 


374 
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606 



Example# 



Calcd Observed 
Ma« spec "--spec 
(M+H) 



B-0210 


! \==/ « 


i| 3 

o 


100 


364 


365 


B-0211 


1 \==/ ^ 


o 


WW 


•IOC 


326 


B-0212 


W <; 


\ 

o 


7Q 




340 


B^)213 




1 


7l 


353 


354 


B-D214 






77 


311 


312 


B-0215 




S 1 

0 


24 


353 


354 


B-0216 








339 


340 


B^217 




f- — \ 

1/ 

0 




381 




B-0218 








365 


366 


B^219 








401 


402 







609 




610 




611 




614 




615 




616 




617 



Example* 



Calcd. 



Observed 



%Yleld MassSMc "^"^P" 
Mass spec ^^^^^^ 



















B-0304 










100 


391 


392 








O 











618 




619 




620 




621 




622 





623 



Exampte# 



^ , . Observed 
Calcd. 



B-0352 




51 



397 



398 




624 




625 




626 




627 




628 



Observed 

Example# R» %Vield spec ""^f.^ 



B-0385 




o 


83 


440 


441 


B-0386 






O J . 


99 


422 


423 


B-0387 




n 


47 


388 


389 


B-0388 






0 i 


100 


448 


449 


6-0389 


r-Oi 




71 


436 


437 


B-0390 






100 


458 


459 


B-0391 






45 


414 


415 






1 o 

!| II 
^ II 

O 




629 




633 




634 



Example# 




%Yieid 


Calcd. 
Mass Spec 


Observed 
Mass Spec 
(M^H) 


B-0437 








19 


466 




B-0438 




j 

t 




100 


490 


491 


B-0439 




1 




67 


464 


465 


B-0440 




) 
1 


0 . 


96 


472 


473 






B-0441 




i 


o . ^ . 


87 


472 


473 


B-0442 




i 




72 


481 


482 


B-0443 






66 


473 


474 


B-0444 




^1 


'■^ 


80 


515 


516 


B-0445 




J 

J 


CI O 


94 


490 


491 


B-0446 




1 

M 
\ 




84 


464 


465 



635 




636 




637 




639 




640 




641 




642 



Exampte# 






%Yield 


Caled. 
Mass Spec 


Observed 
Mass Spec 
(M-141) 


B-0499 




t 




98 


411 


412 


B-0500 


''-Oh 


{ 






100 


436 


437 


B-0501 








100 


422 


423 






B-0502 


F-Q-; 






r 

F 


100 


422 


423 


B-05Q3 






H 

I F 




92 


440 


441 














ASA 












B-0505 




1 




68 


428 


429 


B-0506 




O F 


98 


472 


473 


B-0507 




i 




82 


440 


441 


B-0508 




1 


o 


99 


472 


473 



645 



Example* 



Observed 



B-0529 





94 



405 



406 



647 



Exampte# 




ft* 


%Yield 


Calcd. 
Mass Spec 


Observed 
Mass Spec 
(M^H) 


B-0537 








100 


364 


365 


B-0538 








29 


350 


351 


B-0539 




V 

0 


a. 


70 


464 


465 


B-0540 




1 


o 


c 


50 


512 


513 


B-0541 






s 




61 


377 


378 






B-0542 








61 


396 


397 


B-0543 




1 

I 




59 


354 


355 








B-0544 










45 


416 


417 










B-0545 




o 




100 


454 


455 


B-0546 






F 


1 


44 


440 


441 



648 




649 




650 




651 




652 




654 




655 




656 



Example# 



%Yield 



Calcd. 
Mass Spec 



Observed 
Mass Spec 
(M^H) 



B-0614 




18 



466 



B-0615 





100 



490 



491 



B-0616 




r)I>-| 



77 



464 



465 



B-0617 





93 



472 



473 



B-0618 





84 



472 



473 



B-0619 




I- 

> u 




71 



481 



482 



B-0620 




M! 




89 



473 



474 



B-0621 





68 



515 



516 



B-0622 




70 



490 



491 



B-0623 





92 



464 



465 



658 




659 



Observed 

Examp.e# R» tf %Yleld Ma^'/sj^c 



B-0637 






I w 


91 


450 


451 


B-0638 








96 


436 


437 


B-0639 






100 


456 


457 


B-0640 






100 


456 


457 






B-0641 






88 


490 


491 


B-0642 






o , 

O ^— i 


99 


490 


491 


B-0643 






! a t 


92 


474 


475 



660 



FvAmn|e# 






%Yield 


Calcd. 
Mass Spec 


Observed 
Mass Spec 
(M<fH) 


B-0644 


\=/ i. 




100 


470 


471 


B-0645 








92 


450 


451 


B-0646 






100 


436 


437 


B-0647 








90 


466 


467 


8-0648 






94 


490 


491 








57 


482 




B-0650 






82 


462 


463 


B-0651 






100 


530 


531 


B-0652 






53 


472 








B-0653 








84 


441 


442 



Example# 



%Yield 



B-0654 


^=1 1 




92 


464 


465 


B-0655 


\==/ ^ 


< 


100 


486 


487 


B-0656 




^ Q „ 


98 


447 


448 






8-0657 




o 


85 


561 


562 






B-0658 






92 


498 


499 






B-0659 






46 


548 


549 


B-0660 






80 


505 


506 


B-0661 






100 


568 


569 


B-0662 




o * 


98 


495 


496 


B4)663 




o \! 


74 


426 


427 



663 




664 




665 



Example* R* 



B-0686 






66 


472 


473 


B-0687 




1 O F 


57 


472 


473 


B-0688 






52 


472 


473 


B-0689 




o 

/'^^^^^l^— CF, 


42 


472 


473 


B-OG90 






34 


472 


473 


B-0691 




o ' 


52 


420 


421 


B-0692 * 




O f 


41 


400 


401 


B-0693 




o 


56 


4S4 


455 


B-0694 






38 


404 


405 


B-0695 




o 


43 


422 


423 



Observed 



• 



666 




667 



Example* 


re 


IT* 


%Yleld 


Calcd. 
Mass Spec 


Observed 
Mass Spec 
(M-fH) 
















B-0706 








35 


405 


406 














■ O i 









1=^ 
o 
o 
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1^ 

H 

m 
o 

v. 
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O 

a 
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Example# 



R"* %Yleld 



Calcd. 
Mass Spec 



Observed 
Mass Spec 
(M-i-H) 



B-0724 



NH 



75 



401 



B-0725 



So 



83 



491 



B-0726 




o 



24 



455 



B-0727 




O 



67 



471 



B-0728 




'f-rO- 



89 



495 



B-0729 




38 



429 



B-0730 





76 



415 



B-0731 





60 



491 



B-0732 





86 



495 



B^733 





81 



505 



• 



671 



Example# 



r^t^M Observed ' 

Mass Spec spec 
apec ji^^^j 



B-0734 




hr 



n 



87 



441 



B-0735 





83 



443 



B-0736 





V. 




91 



505 



B-0737 





477 



B-0738 




87 



505 



B-0739 





82 



505 



B-0740 





85 



495 



B-0741 



68 



507 



B-0742 



o ■ 



14 



457 



B-0743 




77 



429 



672 




673 




676 



Example* 



_ Observed 

%Yield „ 1 Mass Spec 
Mass Spec ^^^^ 



B-0779 





79 



441 



B-0780 





40 



443 



B^)781 





93 



505 



B-0782 




57 



477 



B-0783 




99 



505 



B-0784 





100 



505 



B-0785 





92 



495 



B-0786 




91 



507 



B-0787 



B-0788 




15 



48 



457 



429 



677 



Exampte# 




r^if^ri Observed 


B-0789 










91 


537 


538 


B-0790 




1 






93 


482 


483 






8^791 




1 






76 


442 


443 






B-0792 




i 






96 


444 


445 






B-0793 




: 

o 


54 


430 


431 






B-0794 


r-OH 


1 


O 


100 


455 


456 


B-0795 


'"Oh 


1 






100 


455 


456 


8^796 




1 




94 


444 


445 



680 




682 




683 




684 




685 



r'-i-.j Observed ' 

Example* ^vield Mass Spec 



B-0856 




1 




75 


492 


493 


B-0857 




: I' 1 


86 


506 


507 


B-0858 








84 


458 


459 


B-0859 








80 


659 


660 






B-0860 








94 


514 


515 




Observed 
Mass Spec 
(M+H) 



584 



476 



424 



438 



422 



536 



687 




688 




689 




NHCHji 




691 



r~t,.M Observed 

Example# R» .^Yie.d ^jlf^t Mass Spec 



B-0902 






!| I' 


93 


431 


432 


B-O903 




■) 


r i w 


100 


511 


512 


B-0904 




J 


( o 1 
1? ^ \ 


95 


410 


411 


B-0905 






C — ii i 
i 


89 


490 


491 


B-0906 




1 

1 

1 




69 


500 


501 


8^07 




1 


! < 


28 


424 


425 






B-0908 








64 


532 


533 



692 




695 




697 




698 




Hi 



f =3? 



700 



Example* 



M-.- Observed 
%Yield Calcd.Mass ^ass Spec 

(M+H) 







a 1 








B-0980 






65 


469 


470 













702 
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Example# 






i 




Observed 
e/vs^i^ Caicd. Mass _ 
%Yield g Mass Spec 

^ (M+H) 


B-1040 






1 O 


91 


365 


366 






B-1041 






O 


88 


367 


368 


B-1042 








0 


78 


429 


430 


B-1043 










i 

^\ 


79 


401 


402 


B-1044 




1 




93 


429 


430 


B-1045 






J H 






100 


429 


430 


B-1046 




I 


hr'Y 


? 


94 


419 


420 


B.1047 


r-OH 


i i 


CZ 




100 


431 


432 


B-104B 




i : 




58 


381 


382 






B-1049 




1 


1 r' 

0 


97 


353 


354 







709 




712 




714 




715 




716 




717 




718 
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719 



Example* R* R-" %Yield «^'«I.Mass ^^gggspec 

(M+H) 



B-1127 






i O 


1 

93 


411 


412 






B-1128 






o 


87 


436 


437 


B-1129 








78 


422 


423 






B-1130 






F 


96 


422 


423 


B-1131 




► 




84 


440 


441 


B-1132 






77 


454 


455 




1 0 


B-1133 








62 


428 


429 


B-1134 




O F 


91 


472 


473 


B-1135 




1 

: 




85 


440 


441 


B-1136 




o 


82 


472 


473 



720 



Example* r» %Yield *^st!J"*^ Mass Spec 

^ (M+H) 



8-1137 




J 




95 


472 


473 


B-1138 




1 

M 


[/-sir" 


100 


472 


473 


B-1139 




J 

J 


1 F 




100 


472 


473 


B-1140 








92 


472 


473 


B-1141 




^^^^^^^^^^^ 


> 


100 


472 


473 








B-1142 




1 


CI 

O 




88 


420 


421 


B-1143 




I 


o 




90 


400 


401 


B-1144 






o 




87 


454 


455 


B-1145 








93 


404 


405 


1 

B-1146 






O 




90 


422 


423 



• 

721 




722 



Example* 






%Yield 


Calcd. Mass 
Spec 


Observed 
Mass Spec 
(fA-^H) 
















B-1157 






81 


405 


406 






1 o 












723 




724 




727 




729 





730 
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Example# 



B-1217 



B-1218 



B-1219 



B-1220 



B-1221 



B-1222 



B-1223 




B-1224 




B-1225 




B-1226 




%Yield 



Calcd. 



Observed 














o • 



99 



92 



74 



67 



14 



19 



71 



100 



75 



58 



M»e« c«-.^ ^3^5 Spec 
Mass Spec ^^^^^ 



379 



381 



443 



415 



443 



443 



433 



445 



395 



367 



380 



382 



444 



416 



444 



444 



434 



446 



396 



368 



731 




732 




733 




734 




735 




736 




737 



I J Observed 



8-1272 


F— ^ y— 


> 




I 

1 

98 


484 


485 


B-1273 


F-/ ^ 




* f /-<' 

^ Vy) 


90 


464 


465 


B-1274 




J 

\ 




87 


450 


451 


B-1275 




,! 




94 


480 


481 


B-1276 




} 




100 


504 


505 


B-1277 




j 




60 


496 


511 


B-1278 




1 

1 
t 

J 




68 


476 


477 


B-1279 




1 




100 


544 


545 








B-1280 








68 


486 




B-1281 






98 


455 


456 



738 





739 



£xaniple# 



B-1292 



B-1293 



8-1294 



B-1295 



B-1296 



nai^^ Observed 
"""^^ Mass spec spec 
^ (M+H) 






I o 



K II \ 









35 



73 



49 



48 



76 



403 



404 



582 



514 



487 



528 



583 



515 



»9 



740 




t 



741 



Exampte# 



t^it^H Observed 
^ (M+H) 



B-1304 



B-1305 



B-1306 



I f-/ \ 




3-1307 




B-1308 If-^ ^ 




K 




30 



V 




« 100 



100 



B-1309 |p— / \ 




100 



B.1310 IIf—^ ^ 




w / 



B.1311 F— 



B-1312 F— / \ 



r 



26 



45 



14 



430 431 



424 



433 434 



522 523 



508 509 



448 449 



430 431 



397 398 



507 



508 
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Example# 








%Yleid 


CaJcd. 
Mass Spec 


Observed 
Mass Spec 
(M-t-H) 


B-1321 


F- 




o 


63 


414 


415 


B-1322 


F- 




o 


45 


434 


435 






B-1323 


F- 




11 

f-\ 
\J 


53 


414 


415 






B-1324 




o 


32 


468 


469 


F- 


-O-l 






B-1325 






45 


456 


457 


F- 








B-1326 






50 


526 


527 


F- 










CI 








B-1327 


F- 






55 


468 


469 






















0 









744 




745 




746 




747 



CairH Observed 

Exaniple# rJ %Yield „ Mass Spec 







! o 










B-1358 






39 


419 


420 

















748 




• 

749 




750 



Example^ 




R'- 


%Yield 


Calcd.Mass ©"sensed 
Spec Mass Spec 
*^ (M+H) 


B-1376 


\==/ < 




87 


400 


401 






' /\ 


B-1377 






100 


480 


481 








B.1378 


\=/ < 




95 


379 


380 






B-1379 




1 . H / i 

iV"iOl 


93 


459 


460 


B-1380 






89 


469 


470 






B-1381 






84 


393 


394 






HN-4 

O 1 


B-1382 






85 


501 


502 







752 




753 




756 



Example# 






•/Yi«ld Ca!cd.Mass Obsen/ed 
Mass Spec 
^ (M+H) 


B-1430 


\==/ < 


^ II 
o 


61 


442 


443 


8-1431 




^ II 

o 


64 


428 


429 


B-1432 






71 


429 


430 




0 
0 


B-1433 




o 


74 


462 


463 


B-1434 






88 


466 


467 


B-1435 






75 


481 


482 


B-1436 




O ' 


71 


504 


505 



757 




758 




Example# 



B-1457 




iv-l-b 


74 


496 


497 


B-1458 




Br 


82 


540 


541 


B-1459 






60 


476 


477 


B-1460 




i CFa 


78 


530 


531 


B-1461 




CN 

O 


82 


487 


488 


B-1462 




! 


71 


540 


541 


B-1463 






78 


546 


547 


B-1464 






83 


480 


481 


B-1465 




o 


84 


496 


497 






B-1466 




|\ pa. 

o 


80 


540 


541 
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rai^^ Observed 

exvs^iw calcd. Mass _ 

g Mass Spec 

^ (M+H) 



760 




761 



Example# 



%Yield 



Cafcd. Mass 
Spec 



Observed 
Mass Spec 
(M-fH) 



B-1477 





79 



546 



547 




• 



762 




763 




764 



Exaniple# 






Caled Observed 

Mass spec """Spec 
spec ^jj^^j 


B-1495 






j 

1 


1 


0 






79 


460 


461 


B*1496 






i 




aj 


80 


444 


445 


B-1497 




■j 


!V 

1 o 


Ok' 

i 


82 


460 


461 


B-1498 
















379 






j 
! 






72 


378 








B-1499 




! 
i 




o 


O! 

i 


70 


432 


433 


B-1500 




i 


j 




68 


390 


391 


B-1501 






i 


' o 


63 


394 


395 


B-1502 






1 




78 


408 


409 








B.1503 










55 


404 


405 








B-1504 










o 


39 


418 


419 
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Example* 



%Yl.ld C««cd. Observed 

Mass Spec "^"SP*^ 
(M+H) 



B-1505 





69 



540 541 



B-1506 




kJ3 



< 11 




V/i 



69 



B-1507 




V / 




B-1508 




B-1509 




B-1510 




70 



K V 




65 



-s- 

II 

o 



56 



o 

II 

-s - 

II 



62 



462 463 



496 497 



480 481 



414 415 



400 401 



B.1511 





30 



468 469 



B-1512 




50 



476 477 



B-1S13 




\ / 



t 




44 



540 541 



B-1514 




r \ 




42 



530 531 
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Example* %Yleld „ass Spec tf' 



B-1515 






68 


496 


497 


B-1516 




f y \ 


27 


429 


430 


B-1S17 






92 


466 


467 


B-1S18 




o 


33 


379 


380 


B-1519 




o 


50 


393 


394 


B-1520 




! O J 


82 


435 


436 


B-1521 




< M 


86 


509 


510 


1 B-1522 




1 o 


12 


405 


406 


1 B-1523 






59 


459 


460 


I B-1524 






81 


459 


460 




767 



PAGE INTENTIONALLY LEFT BLANK 





Observed 
Mass Spec 



477 



423 



409 



444 



461 



479 



479 



381 



434 



443 




Observed 
Mass Spec 
(M-fH) 



477 



461 



477 



395 



449 



407 



411 



425 



421 



435 



773 




774 



Example* 



%YteiH Calcd.Mass ^^^^^ 
%Yieid Mass Spec 

(M+H) 



B-1573 





65 



435 



436 
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5 



10 



ry Proton NMR data for selected members from Examples B-OOOl 



15 



20 



through B-1573 are shown in the following table. 



25 



30 
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Plate ID 


1H NMR(solvent), d ppm 


B-0120 


pMF.d7) d 8.53(bd. J = 4.99H2. 2H). 7.44.7.24(m. 11H). 4.41(s, 2H). 4.31(br. 


B-0224 


i'S^rbTi^ ' ^ 7.78.7,69(m, 4H), 7.39-7.19(01. 6H). " 


B-0235 


(DMF.d7) d 8.47(br, 2H). 7.91-7.75(01. 3H). 7.57-7.53(m, 1H). 7.38-7.34(m 
2H). 7.21 -7.1 3(m.4H).4.20rbr.2H) .oo /.cj^^m, 


|b-0244 


(CDCI3/CD30D) d 8.38(d, J = 5.38 Hz. 1 H). 7.62-7.32(m. 9H) 7 04-6 95fm 
4H). 6.86«6.80fm, 2H), 4.52(q, J - 6.96 ^AvA) i JufT ?rr 


B-0256 




|b-0426 


(DMF-d7). 1.32(br. 3H). 1.67(br,3H).4.17(br,2H).5.12(br 1H) 7 SOfm fim 
8.77(m.2H). 13.54(br. 1H). a-i^ipr. IM). 7.50(m. 6H). 


B-0438 


(DMSO). 1.1 4(t, J - 6.9 Hz, 3H). 4.54(m, 1H), 6.99fbr 2H) 7 21fbr an\ ' 
7.45(s. 1H). 7.61fa. J = 8.7 Hz. 2H>. 8 52(d. J f 5 2 Hz 2h\ ^ ^' 


B-0466 


(UMF-d7), 1.61(brd, J-30.6H2.3H).4.61 (br. 1H) 7 25rm 6H\ 7 G<klm 'iUS 
8.59(br. 2H). 1 3.34(brd. J = 34.8 Hz 1 H) ^' ^ ' 


B^)473 


(CD30D). 1.53(d. J = 7.2 Hz, 3H) 4 59fa J -72 Hy R Ra/H i >i u 
. , _ ' * ' 1 1^, 1/, o — f .c nz, ini, 0.00(0. J s 4 Hz 

1H). 7^09{m, 3H). 7.15(dd. J = 4.4. 1.6 Hz. 2H). 7.26(m. 2H). 8.46(d, J = 6.6 


B-0477 




B-0479 


r8?(m"Xa6f!br''2ir ^'^ ^"^* ^ ^"^^^ ^^^J- 


B-0487 


7''66S;. snfe-eSs. 2^^^^^^^^ ^H)' 


B-0566 


f;'i^?°iJ;l®^'^* = 2H). 4.50(br. 1H). 7.04(br. 2H). ' 
7.18(br, 2H). 7.30(m,7H). 8.45(m.2m 


B-0569 


a47(?2H^^^^'''' " ^"^ 


8-0574 




B-0639 


Sbr2V).- iS^;.f=%1 h'z? ^">- 


B^43 


8::3Td.Ti';8T2Vr.H) • ' = ^">' 


j 

8-0650 


7^x:^H;.'BT;;br^^^^^^^^^^ ' - ^h)- 


1 

B-0656 


[CDCI3/CD30D) d 8.48 (d. J = 5.30 Hz, 2H), 7.72-7.59(m. 4H). 7 14-7 lOfm 
BH). 7.03-6.97(m. 4H). 4.60(q. J = 7.57H. 1 1 .43(d. J 1.7i6Hz 3H^°^"• 


B-0663 


CD30u, l.52(d. J - 6.8 Hz. 3H), 3.75(s, 3H). 7.21 (m. 2H). 7.42(m. 2H) 
r.57(s. 1 H). 7.76(s. 1 H). 7.98fbr. 2H). 8.76fbr. 2H) 


8-1165 


ri^:^^^'::^^ =2h; ^-^^^^ 


8-1169 h 


UlH)%'.60(m ?h')* ^ ^"^ 2"^)' = ""-e 


e 

[8.1171 8 
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Plate ID 


1H NMR(so!vent), d ppm 


B-1179 


(CDCI3), 1.94(br. 2H). 2.53(s. 3H), 2.85(t. J = 6.2 Hz. 2H). 3.65{br. 2H), 
6,15(br, 1H), 7,04(m, 3H), 7.22{m, 3H), 7.41(br, 4H), 8.60(br, 2H). 


B-1183 


(CDCI3), 2.00(br, 2H), 2.85(br. 2H), 3.64(br. 2H), 7.03(br, 3H). 7.17(br, 2H). 
7.36(br, 2H), 7.66(br, 2H), 8.60(br, 2H). 8.77(br, 2H). 


B-1194 


7.35(m. 6H). 8.54(d. J = 5.8 Hz, 2H). 


B-1200 


(DMSO), 1.17(br. 3H). 1.76(br. 2H). 2.71 (br. 2H), 2.97(br. 4H). 7.18(br. 4H). 
7.36(br, 2H), 8.54(br, 2H). 


B*1206 


(DMSO). 1.03(s, 6H). 1.68(br, 2H). 2.63(br, 2H), 3.00(br. 2H), 3.65(br. 1H). 
5.69(m. 2H). 7.16(br, 4H), 7.35(br. 2H). 8.54(br. 2H). 


B-1216 


(DMSO), 1.75(m, 2H). 2.1 4(s, 6H). 2.66{br. 2H). 3.10(br. 2H). 7.04(br. 3H), 
7.1 B(br, 4H). 7.35(m. 2H). 7.47(br. 1 H). 8.54(d. J = 4.8 Hz. 2H). 


B-1226 


(DMF), 1.25(br. 3H), 2.01 (br. 2H). 3.35(br. 4H). 6.20(s, 1H), 6.30(s. 1H). 
7.42(br, 4H), 7.65(br. 2H), 8.77(s. 2H). 


B-1360 


(DMSO-d6), 1.80(br, 4H). 2.82(br. 1H). 2.94(br, 1H). 3.10(br. 1H), 3.60(br, 1H), 
4.54(br, 1H), 7.1 8(m. 4H). 7.30(m, 4H), 7.46(m, 2H), 8.54(br, 2H). 


B-1361 


(DMSO-d6). 0.99(br, 6H). 1.73(br, 4H). 2.89(br, 2H), 3.03(m. 1H), 4.04(br. 2H), 
4.44(m. 1H). 7.1 8(m. 4H), 7.30(m. 2H), 8.57(d. J = 4.64 Hz, 2H). 


B-1363 


(DMSO-d6), 1.78(br. 4H). 2.01 (s. 3H). 2.89(br. 1H). 3.05(br, 1H), 3.34(br. 1H), 
3.85(br, 1H), 4.48(br, 1H). 7.12(br. 2H), 7.21(br. 2H). 7.30(br. 2H). 8.69(br. 2H). 


B-1364 


(CDCI3). 0.78(dd, J = 3.0. 2.9 Hz. 2H), 1.00(s, 2H). 1.78(m, 1H). 1.86(b. 4H). 
2.64(m, 1H). 2.99(m. 1H). 3.1 6(m, 1H). 4.33(br. 1H). 4.70(br, 1H), 6.99(m. 2H). 
7.14(S. 2H). 7.29(m. 2H). 8.64(5, 2H). 


B-1368 


(CDCI3). 1 .89(s. 4H). 2.65(m. 1H),2.96(m. IH). 3.06(m. 1H). 3.43(s. 3H), 
3.93(d, J = 13.2 Hz. IH). 4.09(d, J = 13.5 Hz. IH). 4.1 8(d. J = 13.5 Hz, 1H), 
4.68(d, J = 12.4 Hz. IH). 7.60(m, 2H), 7.1 2(s. 2H). 7.26(m. 2H). 8.63(s, 2H). 
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By analogy to the procedure identified above for the 
preparation of Examples B0001-B0048, the following 
examples B-1574 through B-2269 are prepared. 




Examples B-1574 through B-1597 are prepared from Scaffold C-27 



Example^ 








B.1574 




i 










B.1575 


Br 


i 




i 






B-1576 


bT 






i O 








B-1577 


Br 


! 
1 










6-1578 




i 




O ' 








B-1579 








O i 








i 

B-15d0 








BR 
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B-1581 




o 










B-1582 




i 


. 1 

|V 


p j 








B-1583 






i o i 








B-1584 


OH 


j 

! 


i [ 










B-1585 


OH 


i 

i 


fX 
1 C 










B-1586 


OH 


j 

j 


< 




\ 

\ 






B-1587 


OH 


1 
j 










B*1588 


Br 


1 
1 










B-1589 


Br 


i 










B-1590 






^-'^ O 








B-1591 
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B-1592 














B-1593 




j 

1 


^NH 1 








B-1594 












B-1595 












B-1596 












B-1597 


'b- 


i 
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Example* r>- 



B-1605 


H3C 












B-1606 






1 0 

\s=sN ! 








B-1607 


H3C 












B-1608 


H3C 












B-1609 






c 








B-1610 






< 








B-1611 


"ay. 












B-1612 


H3C 

b^ 












B-1613 


H3C 


1 
1 










B-1614 


H3C 

0^ 













Exampte# pt 



B-1615 


H3C 

OH 


i 












B-1616 


H3C 

OH 


] 














B-1617 


H3C 1 


i 

1 
! 












B-1618 


H3C 


! 












B-1619 


H3C 

Oh 












B-1620 


H3C 












B-1621 


H3C 

OH 




0 
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N-NH 




Examples B-1622 through B-1645 are prepared from Scaffold C-38 
Example* jn*- 



B-1622 




i o 








B-1623 












B-1624 




1 O i 








B-1625 












B-1626 ' 




1 o i 








B-1627 




rvi 








B-1628 




1 BR 1 
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Example* r>- 



B-1629 














B-1630 




~ o 










B-1631 


1 










B-1632 




o 








B-1633 














B-1634 












B-1635 












B-1636 




i 








B-1637 












B-1638 
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Example# R*" 



B<1639 






/\ 










B-1640 




i 
) 












B-1641 












8-1642 




"i 


|vxi 


i 








B-1643 




H 












B-1644 




! 

J 


O i 








B<1645 




I 


t 


O— t 










Examples B-1 646 through B-1 669 are prepared from Scaffold C-39 

Example# 



B-1 646 




! 


1 o 1 








B-1647 




t 
\ 




O ! 








B-1 648 












B-1 649 




! 
1 




O 








B-1 650 




j 




o 








B-1 651 
















B-1 652 








BR : 
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Example* R*- 



8-1653 






1 O 


1 

1 
1 

1 
1 

r 








B*1654 


1 \ ■ / 














B-1655 




j 












B-1656 




! 


Vi 








B-1657 




















6-1658 


jp_// ^ 


1 

1 \=/^ i 








B-1659 




/ j 

V 


F 


o 








6-1660 


F-^H- 












B-1661 














6-1662 




1 
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Example* R*- 



B-1663 














B-1664 




1 -^sf°\ 

rd^° i 








B-1665 










! 








B-1666 




! 
1 






1 








B-1667 




\ V 










B-166d 




1 

1 
i 










B-1669 




1 




! 
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Examples B-1 670 through B-1693 are prepared from Scaffold C-65 
Example* f^t 



B-1 670 




1 


i O j 








B-1671 




k 

i 










8*1672 




I 










B-1 673 














B-1 674 














B-1 675 




1 




o 








B-1676 








BR = 









Example* 



B-1677 






i O 








B-1678 






o 








B-1679 




1 
1 


1 O i 








B-1680 




I 0 . 

! a \ 








B-1681 


















B-1682 














B-1683 * 




\ 


F 








B-1684 




1 










B-1685 














8-1686 















£xampie# 



B-1687 






|/*o ' 










B-1688 




1 






j 

i 

i 








B-1689 




1 




t ^NH i 








B-1690 




1 












B-1691 




1 












B-1692 






; HN-4 : 

O 1 








B-1693 


'"Oh 


i 


{ 
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Example* r' 



B.1701 












B-1702 






X ° ' — 

i XsssiN I 








B.1703 




1 O ! 








8-1704 




. o 








B-1705 




1 










B-1706 












B-1707 












B.1708 




y 










B-1709 












\ 

B-1710 















Example^ 



B-1711 




Ci 


1 s**° 










B-1712 












B-1713 


/f — ^ 


, 1 










B-1714 














B-1715 




i 


i o H 1 i 








B-1716 




1 

J 


o 








B-1717 

- 




J 

J 
1 
3 


i o— 
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Examples B-1 71 8 through 6-1741 are prepared from Scaffold 069 

Example# 



B-1718 




1 

5 


4 












8-1719 




i 












8-1720 




J 




o 








8-1721 




1 




O 








8-1722 




















o 






8-1723 




J 

> 




o 










8-1724 








o 

-Pi 

BR ! 









Example# 



B-1725 




i 


o 








B.1726 






! Cn'! 








B-1727 




1 

t 


o 








B-1728 




j 


1 O 








B-1729 






— . i 








B.1730 




j 










B-1731 




, 1 










B-1732 




1 










B-1733 














B-1734 






/ 0 ! 
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Example* r*- 



B-1735 


// \ < 
^ \ / \ 












B-1736 


F-/\— < 












B-1737 




1 


1 J \ 

IVi 

1 ^NH j 








B-1738 




i 


f 








B-1739 












B-1740 


""Oh 




O i 








6-1741 


'"Oh 


j 
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Examples B-1742 through B-1765 are prepared from Scaffold C-70 
Example* ^i. 



B-1742 




1 

1 


1 o 








B-1743 














B-1744 








! o 








B-1745 














B-1746 * 
















1 

J 




o 

^< 




B.1747 








o 


> 








B-1748 




1 
1 

) 




BR 









801 



Example# 



8-1749 






1 o 


i 
1 
'■ 








8-1750 






0 j 








8-1751 














8-1752 




j 


i o 1 








8-1753 




















8-1754 






^ i 








8-1755 














8-1756 






1 ^ i 








8-1757 




■ 










8-1758 


















802 



Example* R*- 



B-1759 
















B-1760 




1 

1 












B-1761 


















B.1762 




1 

] 












B-1763 




1 

J 
J 










B-1764 




J 


O i 








B-1765 



















804 



Example* R*- 



B-1773 




1 o 








B-1774 




\a=»N ; 








B-1775 












B-1776 




i o j 

V 








B-1777 




o 








B-1778 


IF— 5 <! 

» ^ ^ ^1 










B-1779 




F ^ 








B-1780 












8-1781 












B-1782 
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Example# r>- 



B-1783 








j 








8-1784 














B-1785 














B-1786 














8-1787 




i • 




} 








8-1788 




\ ■ i 
! O i 








8-1789 




1 

\ 













Example# 



8-1797 




O 

i J If 








B-1798 












B-1799 




1 o 








B-1800 




1 o 

iV 








B-1801 












B«1802 












B-1803 




J* 








B-1804 












6-1805 












1 

B-1806 














808 



Example* R*- 



B-1807 


^ /~\ < 
"x /~~^ 




! O ! 








B-1808 




1 


i rJ^ ; 
1 -^sf^', 








B-1809 


c_/~\_J 


.1 










B-1810 


F— ^ < 


i 

J 


/ i 








B-1811 














B-1812 






i o ■ 








B-1813 




►i 


l^i 

' O 
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Examples B-1814 through B-1837 are prepared from Scaffold C-73 
Exampie# r*- 



B-1814 




i 




o 








B-1815 




1 












B-1816 




\ 


! o 








B-1817 






u 








B-1818 




i 




O 








B-1819 




\ 




o 

^\ 








B-1820 




1 




BR 1 
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Example* R*- 



B-1821 














B-1822 




o 








B-1823 




i o 1 








B-1824 




o i 

V 








B-1825 






■ 

i 

! 








B-1826 












B-1827 












B-1828 




1 -^i 

i /T^V-^oi 








B-1829 












B-1830 













811 



Example* R*- 



B-1831 














B-1832 
















B-1833 






: ^NHj 








B-1834 






1; 








B-1835 














B-1836 














B-1837 






i 


""A 1 









812 



N-NH 




Examples B-1 838 through B-1 861 are prepared from Scaffold C-33 
Example* r*- 



B-1 838 












B-1 839 




O 








B-1840 












B-1 841 




o 

LI : 








B-1 842 






O i 








B-1 843 






O 








B-1 844 






BR ' 









813 



Example* r*- 



B-1845 




1 


1 9 








B-1846 






isj r 








B-1847 




1 


! O i 








B-1B48 






I o 








B-1849 














B-1850 














B-1851 














B-1852 




i 












B-1853 












B-1854 


















814 



Example* rl 



B-1855 


<=-f\- 




i s==oi 

1 O 1 








B-1856 














B-1857 














B-1858 












B-1859 




i 


0 M 1 ^ 1 








B-1860 














B-1861 
















PCTAJS99/26007 



Examples B-1862 through B-1885 are prepared from Scaffold C-45 
Example* rl 



B-1862 






1 o 








B-1863 














B-1864 








o 








8*1665 














B-1866 






















B-1867 




i 


1 O 1 








B-1868 




1 




BR . 










816 



Example* r>- 



B-1869 








I' 








B-1870 








o 

\==N 1 










B-1871 






1 








B-1872 




1 O 








B-1873 






















B-1874 














B-1875 




>! 












B.1876 




f 










B-1877 














B.1878 

















817 



Example* r*- 



B-1879 
















B-1880 






i 








B-1881 
















B-1882 








i 








B-1883 














B-1884 




i O 










B-1885 

















818 



N-NH r"-^ 
i N I 

Examples B-1886 through B-1909 prepared from Scaffold C-42 
Example* r> 



B*1886 




{ O 


i 








8-1887 














B-1888 


r-O-i 




i O ! 








B*1889 




i 


t o 








B-1890 


















! 




0 








B-1891 




] 

1 




o 










B-1892 




1 

\ 




BR 


i 
1 
! 









819 



Example* ft' 



B-1893 






! O 










B-1894 


1 J7 — ?v 




^ o '■ — 
S // i 

y 

\s=N ' 








B-1895 














B-1896 














6-1897 














B-1898 




< 1 










B-1899 






F 










B-1900 














B-1901 














B-1902 

















820 



Example* R? r*- 



B-1903 






■■ ^ ■ 

i/*o i 








B-1904 












B-1905 


F— V y < 












B-1906 






E 

i / ' 








B.1907 


""Oh 




! 0 H 1 ^ . 








8-1 908 






o . 








B-1909 




1.; 


1 ^ 1 









821 




Examples B-1910 through B-1933 are prepared from Scaffold C-44 



Example* R*- 



B-1910 






O : 








B-1911 














B-1912 




> 


o 








B-1913 




; O 








B-1914 




1 


i O ! 








8-1915 














B-1916 




^ i 


BR ■ 









822 



Example* pi- 



B-1917 
















B-1918 




i o ^ — 








B-1919 














B-1920 






: o 








B-1921 




















B-1922 














B*1923 














B-1924 














B-1925 














B-1926 













823 



Example* r» -t 



B-1927 


\=s=/ V 










B-1928 


\=/ i 










B-1929 


\==/ V 


; j\ o 

! ^ 








B-1930 


\=/ < 










B-1931 




r V' 








B-1932 












1 

B-1933 













m • 

824 




1 



825 



Example* R*- 



B-1941 














B-1942 




o — 








B-1943 














B-1944 






o 








B-1945 














B-1946 














B.1947 
















B-1948 




\ ^ 1 








B-1949 












B-1950 




1 


i 

1^ ^ O 











826 



Example* 



B-1951 






r 








B-1952 












B-1953 














B-1954 






1 c 








B-1955 












6-1956 




HN-4 








B-1957 















828 



Example# 



B-1965 






o 








B-1966 






i ct 








B-1967 












B-1968 




o 








B-1969 


















B-1970 












B-1971 














B-1972 














B.1973 












6-1974 















829 



Example* r*- 



B-1975 






/\ : 








B-1976 












B-1977 


— \ i 




! ^NH 1 








B-1978 














B-1979 






1 

0 M j • 








B*1980 






o 








B-1981 















830 



N-NH 




Examples B-1982 through B-2005 are prepared from Scaffold C-30 
Example* R*- 



B-1982 




O 


1; 








B-1983 














B-1984 




i 


O 








B-1985 




i o 








B-1986 






1 O i 








B-1987 






1 o i 








B-1988 


o- 


1 

# 1 

ri 


O i 
! BR ' 









831 



Example* R^' R*- 



832 



Example* R*- 



B-1999 












B-2000 












B-2001 




i 


^NH . 








B-2002 












B-2003 






O M 


> 












B-2004 




J 












B-2005 ' 




i 
\ 

1 


o— 









833 




Examples B-2006 through B-2029 are prepared from Scaffold C-60 



Example* 












B-2006 














B-2007 














B-2008 






O 








8-2009 






o 












B-2010 


















O 


B-2011 






o 








B-2012 






BR 









834 



s; 

llJ 



Exampie# 



B-2013 



B-2014 



B-2015 



B-2016 



B-2017 



B-2018 



B-2019 



B-2020 



B-2021 



B-2022 



;f- 







F-^ 




F-/\ 











835 



Example# 












B-2023 














B-2024 


















B-2025 




1 












B-2026 




\ 






I 








B-2027 
















B-2028 














B*2029 




c 











836 



N-NH 




Examples B-2030 through B-2053 are prepared from Scaffold C-36 
Example* ft* 



B-2030 






o 








B-2031 














B-2032 






o 








B-2033 






O 








B-2034 






o 

^< 












B-2035 






o 








B-2036 






o 

BR 









Example# 



B-2037 




o 
t ii 

^ o 


! 








B-2038 


. V j 


O 










B-2039 














B-2040 




1 O I 

VI 








B-2041 












B-2042 












B-2043 




F 










B-2044 




! 








B-2045 
















B-2046 














Exaniple# 






B*2047 




i 












B-2048 




1 










B-2049 




1 










B-2050 






















B-2051 






f V! 








B-2052 




o ■ 








B*2053 




! 

J 


< 











839 



N-NH 




Examples 6-2054 through B-2077 are prepared from Scaffold C-34 
Example* R* 



B-2054 
















8-2055 
















B-2056 








O 








B-2057 








o 








B-2058 




















O 








B-2059 








o 








B-2060 








BR 










840 



Example* R-* 



B-2061 














B-2062 


11 \ 


^ o 

\=s=N 










B-2063 












B-2064 




0 

V 








B-2065 












B-2066 












B-2067 












B-2068 


______ ■ - ■ 1 










B-2069 












B-2070 














Example# 




846 



Exaniple# 



B-2109 



B-2110 



B-2111 



B-2112 



B-2113 



B-2114 



B-2115 



6-2116 



B-2117 



B-2118 



H- 



H- 



H- 



H- 



H- 



H- 



H- 



H- 





\ 






F ^ 



N 




,o 




847 



Example* R' R** 




849 



Example# 



m 



B-2133 



B-2134 



B-2135 



B-2136 



B-2137 



B-2138 



B-2139 



B-2140 



B-2141 



B-2142 



H- 



H- 



H- 



H- 



H- 



H- 








F jj-r 



N 
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Example* 





B-2143 


1 


H 














B-2144 


















B-2145 


















B-2146 
















15 


B-2147 
















B-2148 




H 1 


O 


i 
1 








B-2149 

















852 



Example* 



853 



£xample# 












B-2167 




/\ 










B-2168 














B-2169 




^NH 










B-2170 












B-2171 




f V 


) 








B-2172 












B-2173 













854 




855 



Example* 



856 



Example# 












B-2191 1 








1 1 








|i 
|i 

B-2192 i 

i 














B-2193 














B-2194 














B-2195 




[ 1 










B-2196 












B-2197 















858 



860 




861 



Example* FT* 



B-2229 






o 








B-2230 






0 

o 








B-2231 






o 








B-2232 






o 

V 








B-2233 














B-2234 














B-2235 














B-2236 














B-2237 















862 



Example* R-' 



6-2238 








^-0 

^< 

o 








B*2239 








/X 

^ o 








B.2240 
















B-2241 
















B-2242 
















B-2243 








O H J , 












B-2244 






O 








B-2245 






< 


o 









863 



N-NH 

6 


_/'''NH 


N 





Examples B-2246 through B-2269 are prepared from Scaffoid C-35 



Example# 












B-2246 






i 


o 








B.2247 






< 










B-2248 








o 








B-2249 






1 


o 








B-2250 




















O 










B-225.1 








O 


> 








B-2252 








BR 









864 



Example# 




ft' 








B-2253 


















B-2254 




> 


O 










B-2255 
















B*2256 




1 

r ! 










B-2257 


















I 




B-2258 
















t 




B-2259 




F 










B-2260 






1 








B*2261 












B-2262 























865 



Example# 












B-2263 
















B-2264 




rl 

J 
J 












B-2265 




J 










B-2266 








i 








B-2267 




1 


0 M 1 










B-2268 




o ■■ 








B-2269 















866 



SxaiBples B-2270 ^lirough B-2317 

In a parallel array reaction block containing 48 
fritted vessels, each reaction vessel was charged with 
250 mg of polymer bound carbodiimide B48 (1.0 irvmol/g 
resin) and a solution of the acid-containing scaffold C- 
49 in dimethylf ormamide (0,1 M, 500 uL) . To each sluriry 
was added a solution of pyridine in dichloromethane (0.2 
M, 1000 uL) followed by a solution of a unique amine B47 
(0.2 M, 375 uL) in dimethylf ormamide . The reaction 
mixtures were agitated on a Labline benchtop orbital 
shaker at 250 RPM for 16-2 0 h at ambient temperature. 
The reaction mixtures were filtered into conical vials 
and the polymer was washed with 1.5 mL of 
dimethylf ormamide and 2.0 mL. of dichloromethane. The 
filtrates were evaporated to dryness in a Savant 
apparatus and dimethylf ormamide (350 uL) was added to 
each conical vial to dissolve the residue. A solution of 
tetraf luorophthalic anhydride (1.0 K, 150 uL) in 



867 



dimethyl formamide was added to the reconstituted conical 
vials and the mixture incubated for 2 hours at ambient 
temperature. Polyamine polymer B33 (4.0 meq N/g resin, 
250 mg) and 1.0 inL dichloromethane was then added to the 

5 reaction mixture in each conical vial- After agitating 
the reaction mixtures for 16 h at 250 RPM on an oirbital 
shaker at ambient temperature, the mixtures were filtered 
through a polypropylene syringe tube fitted with a porous 
frit. The polymers were washed twice with 

10 dimethyl formamide (1.0 -mL.each) and ' the filtrates and 
washings collected in conical vials. The filtrates were 
evaporated to dryness and weighed to afford the desired 
amide products B-2270 through B-2317 as oils or solids. 
The analytical data and yields for the products prepared 

15 in this manner are listed below. 



20 



25 



30 



869 





n 
1 

N 




^ ■ ^ •« Observed 
Yield Caicd.Mass „333Spec 

M*H 


B-2277 








33 


490 


- 


B-2278 




! r 




53 


460 


461 


B-2279 






i 


10 


420 


- 


B-2280 




i li NH I 


7 


435 


436 


B-2281 






18 


401 


402 


B-2282 






22 


390 


413' 
•M+Na 


B-2283 




ir,rO 


10 


394 


417- 
■M+Na 


B-2284 






7 


423 




B-2285 








23 


450 




B-2286 






4 


506 






H 


0 



871 




872 







N- 




Calcd.Mass O^sen^ed 
Spec. "^M^®""" 


B-2307 






5 


421 


422 


B-2308 








26 

1 


470 




B-2309 






24 


424 


425 


B-2310 




o 


9 


348 




B.2311 




I o ^ ; 


21 


338 


339 


B-2312 






28 


398 


399 


B-2313 


1 > V i 


^ II NH 




6 


410 




B.2314 




> 1 „r 


CM 


15 


363 


364 


B-2315 








11 


444 




B-2316 




H 


0; 


11 


418 





873 









Yield 


Calcd. Mass 
Spec. 


Oh<s<irvoH 

WtiJ9t3l VCU 

Mass Spec 
M-fH 








1 






B-2317 


lO-i 




1 

36 


428 





o 
o 

m 

H 

m 
o 

lU 
G 

O 
1=^ 



874 



5 



10 



By analogy to the procedure identified above for the 
preparation of Examples B-2270 through B-2317, the 
following examples B-2318 through B-2461 were prepared- 

15 



ly 



20 



25 



30 
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N — 


Yield 


Calcd. Mass 
Spec. 


Observed 
Mass Spec 
M+H 


B-2325 






i \-< 

NH 


41 


382 


383 


B-2326 




I 




1 ^ 

i to 


71 


440 


441 


B-2327 








36 


464 


465 






B-2328 




H 


32 


467 


468 


B-2329 








O 

•sr^N H 

O 


34 


465 


466 


B-2330 




! O 

1 <6 


26 


364 


365 


B-2331 






i 0 


38 


464 


465 














B-2332 








33 


483 


484 




.1 




8-2333 


' 






0 


36 


378 


379 



877 







1 

- 


1 c 

N — R*^ 


Yield 


Calcd. Mass 
Spec. 


Obseived 

Mass Sdgc 
Mi-H 


B-2334 




i 


o 

1 


dd 






B-2335 


f\=/< 




o 


97 




•tUf 


B-2336 






j o 


41 


428 


429 


B-2337 












4Z4 


B-2338 




! 


O 

1 JL 

i <> ^ 


WW 


*»P%l 


47 O 
U 












ol9 




j 


j ^ 






< 


o 




AA O 




B-2341 






o 

A! 


41 


350 


351 


B-2342 




J 

i 
J 




O 


34 


414 


415 



878 



IB 







! N R^i 

K ' 

' O 


1 Yield 


Calcd. Mass 
Spec. 


^ 1 Observed 
* 1 Mass Spec 


B-2343 




1 o 

i ''<'''^^^ 

\^ 


1 29 


424 


425 


B-2344 






1 33 


492 


493 


B-2345 


\=/ 1 


i o 




30 


420 


421 


B-2346 


\ \=y^ 




35 


474 


475 


B-2347 




i o 


34 


392 


393 


B-2348 1 






); 


51 


458 


459 


B-2349 




i o ' 1 

i -'^^N H ; 

; N o , 1 


73 


517 


518 


B-2350 


\=/ s 


o 

1 


1 
1 


22 


4dfi 1 




B-2351 




o 1 1 

: ^ ON 


e4 


486 


487 



879 







N — R^i 

K 

^ O 


Yield 


Calcd. Mass 
Spec. 


Observed 
Mass Spec 


B-2352 




1 


o 

O 


41 


482 


483 


B-2353 






O 

; ^ ^ 

* '^^^-j ^ 


57 


438 


439 


B-2354 








63 


484 


485 


B-2355 






>-NH 

o 


28 


536 


537 


B-2356 








29 


408 


409 




o 

II 


B-23S7 




0 


41 


436 


437 


6-2358 






o 


41 


451 


452 






B-2359 






O 

V^NH 
O 


57 


502 


503 


B-2360 




0 

0 o 


46 


496 


497 



880 







^ o 


Yield 


Cafcd. Mass 
Spec. 


Observed 
Mass Spec 
M+H 


B-2361 






13 


476 


477 


B-2362 






46 


493 


494 






B-2363 




o 

o 


57 


396 


397 


B-2364 




o 


61 


438 


439 


B-2365 




o 


72 


424 


425 




Observed 
Mass Spec 
M+H 



B-2366 




O 


34 


380 


381 


B-2367 






O CI 


52 


480 


481 


B-2368 






35 


407 


407 






O 


B-2369 








31 


435 


436 


B-2370 








33 


414 


415 


B-2371 






o 

k 


28 


368 


367 


B-2372 






Vl 


37 


422 


423 



882 



N — 



Yield 



Calcd. Mass 
Spec. 



Observed 
Mass Spec 
M+H 



B-2373 




o 



6 



50 



432 



433 



B-2374 




o 



S 



29 



382 



383 



B-2375 




I ° 



s 



35 



395 



396 



B-2376 





36 



428 



429 



B-2377 



F' 




68 



438 



439 



B-2378 




o 



55 



446 



447 



B-2379 



!f^ 




O 



33 



364 



365 



B-2380 



o 



51 



421 



422 



B-2381 




52 



429 



430 



# • 

883 




886 




888 







r8 

o 


Yield 


Caicd. Mass 
Spec. 


Observed 
M+H 


B-2421 




o 




•194 


455 


B-2422 






^7 




42i 


B-2423 




i o 




•tUU 


401 


B-2424 




o 

■ 


lo 


400 


401 


B-2425 




o 


lo 


522 


523 


B-2426 






oo 


404 


4o5 


B-2427 


\=/ 1 




26 


468 




B-2428 




i ° 

1 o^^ 


22 


432 


433 


B-2429 




o 


41 


404 


405 



889 





1 


^ c 
N— R i 

K : 


Yield 


Calcd. Mass 
Spec. 


Observed 
Mass Spec 


B-2430 






! 6 


15 


476 


477 






B-2431 




1 




6 


446 


447 






B*2432 






' "^-^^^ KIM 


37 


404 


405 


B-2433 




\ 




8 


428 


429 


B-2434 




i 


1 0 


13 


476 


477 


B-2435 








23 


442 


443 


B-2436 






5 


486 


487 


B.2437 








4 


492 


493 


B-2438 




cl 




58 


422 


423 
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R« 

i fll— R*^ 

H 

; O 


! 


Yield 


Calcd. Mass 
Spec. 


Observed 
Mass Spec 
M^H 


B-2439 






1 
1 

i 

1 


CF 9 1 


12 


454 


455 


B-2440 








8 


521 


522 


B-2441 








6 


443 


444 




f Hi 


B-2442 








: 


37 


514 


515 


B-2443 






15 


518 








o ^ 


B-2444 






0 ! 


52 


520 








B-2445 






6 


! 


33 


517 


518 






' o 




i 

J 


B-2446 






! ^.1 

' o=s— < ; 

1 OF' 


70 


500 


501 


B-2447 






n 




56 


488 


489 



891 







N — R • 

H : 

^ o 


Yield 


WSiCCI. IViSSS 

Spec. 


Observed 
Mass Spec 
M+H 


B-2448 






51 


522 


523 


B-2449 




CI 


19 


512 


513 


B-2450 




o 


16 


538 


539 


B-2451 




O 


71 


511 


512 


B-2452 






71 


500 


501 


B-2453 




0 

^ Nn 


61 


470 




B.2454 




o 

sA 

V^NH O 1 : 


15 


472 


473 


B-2455 




o, 

V-NH 

W i 


39 


520 




B-2456 






51 


533 


534 



893 



5 
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Example C-1 

5-AMINOMETHYL-4- {4-PYRIDYI*) -3- (4-FIinOROPHENYi:«) FYKAZOLE 

N-NH 



F 




20 l-{4-fluoropbonyl) -2-{4-pyridyl)-l-ethemone. 4- 

picoline (40 g, 0.43 mol) was added to a LiHMDS solution 
(0-45 mol, 450 mL of a 1.0 M solution in THF) over 30 
minutes at room temperature (a slight exotherm was 
observed) The resulting solution was stirred for 1 h. 
25 This solution was added to ethyl 4-f luorobenzoate (75.8 
g, 0.45 mol, neat) over 1 h. The mixture was stirred 
overnight (16 h) , Water (200 mL) was added and the 
mixture was extracted with EtOAc (2x200 mL) . The organic 
layer was washed with brine (1x200 mL) and dried over 




894 



Na2S04. The organic layer was filtered and the solvent 
was removed to leave oily sol id • Hexane was added to the 
oil and the resulting solid was filtered and washed with 
hexane (cold) • A yellow solid was isolated (50 g, 54%) : 
NMR (CDCI3) 5 8.58 (d, J = 5.7 Hz, 2H) , 8.02 (dd, J ^ 
5.5, 8.0, 2H), 7.12-7.21 (m, 4H) , 4.23 (s, 2H) ; "f NMR 
(CDCI3) 5 -104.38 (m) ; LC/MS, tr = 2.14 minutes (5 to 95% 
acetonitrile/water over 15 minutes at 1 mL/min, at 254 nm 
at 50**C) , M+H = 216; High Resolution MS Calcd for 
C23H20N4O2F (M+H): 216.0825. Found: 216.0830 (A mmu = 
0.5) . 

N-ben2yloxycarbonyl-5-aminomethyl-4- (4-pyridyl) -3- 
(4-£luorophenyl) pyrazole. A 3L round bottom flask 
fitted with a mechanical stirrer, N2 inlet and an addition 
funnel was was charged wtih 557 mL (0.56 mol) of 1 M t- 
BuOK in THF and 53 mL (0.56 mol) of t-BuOH. The ketone, 1 
(60 g, 0.28 mol) was dissolved in 600 mL of THF cind added 
to the stirred mixture at room temperature. A yellow 
precipitate formed and the mixture was stirred for 1 h. 
N-benzyloxycarbonyl-glycinyl N-hydroxysuccinimide* (128.6 
g, 0.42 mol) was dissolved in 600 mL of THF and added 
dropwise at r.t. over Ih. The mixture was stirred for 
another 5 minutes and 150 mL of water was added. the pH 
was adjusted to 6.7 with 70 mL of AcOH. Hydrazine 
monohydrate (41 mL inlOO mL of water) was added via an 
addition funnel. The mixture was stirred for 1 h and was 
diluted with 500 mL of water and 500 mL of ethyl acetate. 
The biphasic mixture was transferred to a sep funnel and 
the layers were separated. The aqueous layer was 
extracted with EtOAc (3x3 00 mL) . The organic layer was 
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dried {Na2S04) , filtered and evaporated to .leave 157 g of 
a crude reddish oil. 

The oil was suspended in CH2CI2 and filtered to 
remove any insoluble material (DCU, hydrazone of the 
monoketone) . The solution was split into two portions 
and each portion was chromatographed (Biotage 75L, 3% 
EtOH/CH2Cl2 then 6% EtOH/CHjCls) . The appropriate 

fractions were concentrated (some contamination from the 
monoketone and the hydrazone) from each portion to leave 
a yellow solid. The solid was suspended in ethyl acetate 
and heated, to boiling for 10 minutes. The solution was 
allowed to cool to R.T. overnight. The precipitate was 
filtered to give 30 g of a white solid (27% yield of 2) : 
NMR (DMF-d7) 5 13.36 (s, IH) . 8.57 (d, J= 5.8 Hz, 2H) , 
7.16-7.52 (m. IIH) , 5.11 (s, 2H) , 4.48 (d, J- = 5.4 Hz, 
2H) ; ^^F NMR (DMF-d?) 5 -114.9 (m) , -116.8 (mj (split 
fluorine signal is due to the pyrazple tautomers) ; LC/MS, 
tr = 3.52 minutes (5 to 95% acetonitrile/water over 15 
minutes at 1 mL/min, at 254 nm at 50''C) , M+H = 403; High 
Resolution MS Calcd for C23H20N4O2F (M+H) : 403.1570. 
Found: 403.1581 (A mmu = 1.1). 

5-aminomothyl-4- (4-pyridyl) -3- (4-f luorophenyl) 
pyrazole. To a IL Parr bottle was added 7 g (17.4 mmol) 
of 2 and 180 mL of MeOH and 90 mL of THF to give a clear 
solution. The bottle was purged with nitrogen and 1.5 g 
of 10% Pd/C (wet Degussa type ElOl) was added. The Parr 
bottle was pressured to 40 psi (H2) and was agitated. 
Hydrogen uptake was 5 psi after 5 h. The bottle was 
repressured to 42 psi and was agitated overnight. The 
bottle was purged with N2 and was filtered through 
Celite, The Celite was washed with MeOH (3x50 mL) and 
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the filtrate was concentrated to give 4.5 g of an off- 
white solid (94%), NMR (DMSO-de) 5 8.52 (d, J = 4.63 
Hz, 2H) , 7.36 (dd, J = 5.64, 8.1 Hz, 2H) , 7,16-7,30 (m, 
4H) , 3.79 (s, 2H) ; ^^F NMR (DMSO-de) 6 -114.56 (m) ; LC/MS, 
tr = 1.21 minutes (5 to 95% acetonitrile/water over 15 
minutes at 1 mL/min, at 254 nm at 50^C) , M+H = 269 m/z; 
High Resolution MS Calcd for C15H14N4F (M+H) : 269.1202. 
Found:' 269.1229 (A mmu = 2.7) . 



The following pyridylpyrazoles (C-2 through C-21, Table 
C-1) were prepared according to the experimental 

procedure described above for example C-1. 



Table C-1. 



Exampl 
e No. 


Structure 


MW, M + 
H 

Calculat 
ed 
Found 


""H NMR (solvent) , ppm 


C-2 


N-NH 


323 .1672 
323.1670 


(DMF-di) : 8 .77 (t, J = 
4.4 Hz, 2H) , 7 .60 (m, 2H) , 
7.44 (t, J = 4.4 Hz, 2H) , 

7.35 (m, 2H) , 3.22 (bd, 
2H) , 3.01 (septet, J = 5.3 

Hz, IH) , 2.74 (m, 2H) , 
1.95 (m, 4H) 
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C-3 


N- 

r 


NH 

. CH3 
J) 

r 


282.127 

(M) 
282.1245 
(M, EI> 


(DMF-d7) : 8.77 (br s, 
2H) . 7.64-7.62 (m, 2H) , 
7.50 (br s, 2H) , 7.38-7.34 
(m, 2H) , 4.40-4.37 {m, 
IH) , 1.56 (br s, 3H) 


C-4 


N- 

XYS 

f 


-NH 

5H3 


282.127 

(M) 
282 .1147 
(M, EI) 


(DMF-d7) : 8.77 (br s, 
2H) , 7.64-7.62 (m, 2H) , 
7 .50 (br s, 2H) , 7.38-7.35 
(m, 2H) , 4.40-4.37 (m, 
IH) . 1.57 (br s, 3H) 


C-5 


N-NH 


323 .1672 
323.1687 


(DMSO-dg) : 8.56 (br, 2H) , 
7.32 (m, 2H) , 7.18 (m. 
4H) , 2.91 (m, 2H) . 2.71 
(m, 2H) 1.88 (m, IH) , 1.65 
(m, 2H) , 1.40 (m, 2H) 


C-6 


N- 


NH 

1 


359 
359 


(DMSO-de) : 8.46 (d, J = 
4.6 Hz, 2H) , 7.32-7.13 (m, 

7H) . 6.98-6.96 (m, 4H) , 
4.06 (t, J = 7.0 Hz, IH) , 
2.98-2.95 (m, 2H) 


C-7 


N-NH 
N 


359 
359 


(DMSO-de): 8.46 (d, J = 
5.4 Hz, 2H) , 7.32-7.28 (m, 
2H) , 7.20-7.12 (m, 5H) , 
6.98-6.96 (m, 4H) , 4-06 
(t, J = 7.0 Hz, IH) , 2.98- 
2.94 (m, 2H) 


C-8 


N 


-NH 

sk. ^OCHj 
1 


313 . 1465 
313.1492 


(DMSO— agi : Xj.oj KOS , 
IH) , 8.61 (d, J = 5.7 Hz, 
2H) , 8.33 (bs, IH) , 7.33 
(in, 6H) , 4.44 (m, IH) , 
3.63 (m, 2H) , 3.27 (s, 3H) 
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C-9 



N-NH 




313.1465 
313.1457 



(DMSO-ds) : 8.55 (dd, J = 
1.5, 4.4 Hz, 2H) , 7 .37- 
7.32 {m, 2H) , 7.26 (dd, J 
= 1.6, 4.4 Hz, 2H) , 7.22- 
7.16 (m, 2H) , 4.06 (t, J = 

6.5 Hz, IH) , 3 .49 (d, J = 

6.6 Hz, 2H) , 3 .20 (s, 3H) 



C-10 



N-NH 




354 
354 



(DMSO-ds) : 13.03 (bs, 
IH) , 8.50 (dd, J=1.6. 2.7 
Hz,'2H), 7.58 (bq, J=4.3 

Hz, IH) , 7.3 (m, 2H) , 
7.12-7.21 (m, 4H) , 3.77 
(t, J= 6.3 Hz, IH) , 2 .45 
(d, J=4.5 Hz, 3H) , 1.97 
(t, J= 7.4 Hz, 2H) , 1.85 
(dt, J=7.3, 7.1 Hz, 2H) 



C-11 




354 
354 



(DMSO-de) : 13.03 (bs, 
IH) , 8.50 (dd, J=1.6, 2.7 
Hz, 2H) . 7.58 (bq, J=4.3 

Hz, IH) , 7.3 (m, 2H) , 
7.12-7.21 (m, 4H), 3.77 
(t, J= 6.3 Hz, IH) , 2 .45 
(d, J=4.5 Hz, 3H) , 1.97 
(t, J= 7.4 HZ, 2H) , 1.85 
(dt, J=7.3, 7.1 Hz, 2H) 



C-12 



N-NH 




NHo 



283 .1359 
283 .1363 



(DMSO-de) : 8.53 (d, J = 
5.0 Hz, 2H) , 7.37-7.32 (m. 

2H) , 7.21-7.17 (m, 4H) , 
2.83 (d, J = 6.0 Hz, 2H) , 
2.77 (d, J = 6.0 Hz, 2H) 



C-13 



N-NH 

11 




NHj 



297 .1515 
297.1515 



(DMSO-ds) : 8 . 53 (d, J = 
5.4 Hz, 2H) . 7.34 (dd, J = 
5.8, 8.2 Hz, 2H) , 7.18 
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(dd, J = 5.8, 9.8 Hz, 4H) , 
2.68 (t, J = 7.3 H2, 2H) , 
2.52 (m, 2H), 1.64 (m, 2H) 



NH, 



284.0829 
284.0806 



( CD3OD) : 8.74 {br, 2H) , 
7.77 (br, 2H), 7.45-7.58 
(tn, 3H) , 7.30-7.40 (m, 

IH) , 4.43 (s, 2H) 



285 
285 



(DMSO-de) : 8.53 (br, 2H) , 
7.56 (br, 2H) , 7^26 (m. 
4H) , 3.75 (br, 2H) 



NH, 



329. 331 
329, 331 



(DMSO-de) : 8.53 (d, J = 

4.4 Hz, 2H) , 7.42 (d, J = 
7.9 Hz, 2H) , 7.34 (d, J = 

8.5 Hz. 2H) , 7.24 (d, J = 
4.6 Hz. 2H) , 3.76 (bs, 2H) 



NH 



339 
339 



(DMSO-de): 8.53 (t, J = 
4.3 Hz, 2H) , 7.33 (m, 3H) , 

7.19 . (t, J = 4.6 Hz, 2H) , 

7.14 (d, J = 7.3 Hz, IH) , 

3.23 (m, 2H) , 2.88, (m, 

3H) , 1.92, (m. 3H), 1.70 
(m, IH) 



NH 



339 
339 



383, 385 
383, 385 



(DMSO-de) : 8 .57 (d, J = 
4,6 HZ, 2H) , 7.41 (d. J = 
8.3 Hz, 2H) , 7.29 (d, J = 
8.5 Hz, 2H) . 7.20 (d, J = 
4.8 Hz, 2H) , 3 .18 (bd, 
2H) , 2.88 (m, IH) , 2.76 
(m, 2H) , 1.82 (br, 4H) 



(DMSO-de): 8.56 (br, 2H) 
7.52 (br, 2H) , 7.14-7.29 
(m, 4H) , 2.99 (br, 2H) , 
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2.71 (br, IH) , 2.51 (br, 
2H) , 1.68 (br, 4H) 



5 



o 

J The following pyridylpyrazoles (C-22 through C-40, Table 

p C-2) are prepared utilizing the general schemes C-1 and 

!\ C-2 and the experimental procedure described for example 

ni 15. C-l above. 

^ Table C-2 



Cmpd . No . 


Structure 


C-22 


N-NH 

Cji 

N 


C-23 


N-NH 


C-24 


N-NH 
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lU 



C-25 



C-26 



C-27 



C-28 



C-29 



C-30 



C-31 



C-32 



C-33 



Br. N-NH 




NH2 



H3C N-NH 




NH2 



Bf, 




N-NH 




NH 



N-NH 




N-NH 





N-NH 
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C-35 



C-36 



C-37 . 



C-38 



C-39 



C-40 





The pyrazole (2,60 g, 10,3 mmol) from exaa^)!© c-4 was 
suspended in 52 mL of dichloroethane and 52 mL of 2,5 M 
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10 



NaOH. Tetrabutylammonium hydroxide (0.5 mL of a 1 M 
aqueous solution) was added to the stirred mixture. To 
this mixture was added t-butyl bromoacetate (2.10 g, 10.8 
mmol) . The reaction mixture was stirred at room 
temperature for 4 h. The mixture was poured onto 200 mL 
of CH2CI2 and 200 mL of H2O. The phases were separated 
and the organic phase was washed with water (1x100 mL) 
and brine (1x100 mL) . The organic layer was dried over 
Na2S04 and was filtered. The solvent was removed to leave 
an off-white solid. This solid was triturated with 
hexane and the resulting solid isolated by filtration. 
The solid was washed with hexane to leave 3.4 g of a 
white solid (90%) . 



15 



Step B 



20 



The. alkylated pyrazole (3-7 g. 10.1 mmol) from Step 
A was treated with 57 mL of 4 N HCL in dioxane. The 
solution was stirred at room temperature for 4 h. The 
solvent was removed under reduced pressure and the 
residue was dissolved in THF. The solution was treated 
25 with propylene oxide (10.3 mmol) and was stirred for Ih 
at room temperature. The solvent was removed to leave an 
oil. The residual solvent was chased with several 
portions of EtOH. The resulting solid was triturated 
with Et20 and the title compound Exanqple C-49 was 
isolated by filtration to afford 3.0 g of an off-white 
solid (95%). Mass spec: M+H cald: 312; found 312. 
NMR (DMS0-d6): 8.81 (d, J = 6.4 Hz, 2H) , 7.73 (d, J = 



30 
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5.8 Hz, 2H). 7.40 (m. 2H) . 7.23 (t, J 
(s, 2H) , 2.40 (s, 3H) . 



= 8.5 HZ, IH) , 5.16 



Exanqple C-50 



N—N 



/ ■CO2H 




According to the procedure described above in Example C- 
JO 49, Example C-50 was also prepared starting from 4-l3-(4- 
fluorophenyl)-lH-pyrazole-4-yl]pyridine. Mass spec: M+H 
cald: 298; found 298. ^H NMR (DMS0-d6) : 8.75 (d, J = 
6:4 HZ, 2H), 8.68 (s, IH) , 7.78 (d. J = 6.6 Hz. 2H) . 7.52 
(dd, J = 5.4, 8.5 Hz, 2H), 7.31 (t, J = 8.9 Hz, 2H) , 
15 5.16 (s, 2H) . 



Bxsunple C-51 



20 



N-N 



-CO2H 




""Boc 



Starting with the N-Boc -piper idinyl analog of Example C- 
2. Example C-51 is also prepared according to the methods 
described in Scheme C-1 . 
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Exasnple C-52 




Step A: Picoline is treated with a base chosen from but 
not limited to n-BuLi, LDA, LiHMDS, tBuOK, or NaH in an 
organic solvent such as THF, ether, t-BuOH or dioxane 

10 from -78 ®C to 50 °C for a period of time from 10 minutes 
to 3 hours • The picoline solution is then added to a 
solution of N-Cbz- (L) -phenylalaninyl N- 

hydroxysuccinimide* The reaction is allowed to stir from 
30 minutes to 48 hours during which time the temperature 

15 may range from -2 0 ^^C to 120 °C. The mixture is then 
poured into water and extracted with an organic solvent. 
After drying and removal of solvent the pyridyl 
monoketone is isolated as a crude solid which could be 
purified by crystallization and/or chromatography. 

20 



Cbz 




25 



Step B: A solution of the pyridyl monoketone in ether, 
THF, tBuOH, or dioxane is added to a base chosen from but 
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not limited to n-BuLi, LDA, LiHMDS. tBuOK, or NaH 
contained in hexane, THF, ether, dioxane, or tBuOH from - 
78 ®C to 50 for a period of time from 10 minutes to 3 
hours. Formyl acetic anhydride is then added as a 

5 solution in THF, ether, or dioxane to the monoketone 
anion while the temperature is maintained between -50 °C 
and 50 *^C- The resulting mixture is allowed to stir at 
the specified temperature for a period of time from 5 
minutes to several hours. The resulting pyridyl diketone 

10 intermediate is utilized without purification in Step C. 




Step C: The solution containing the pyridyl diketone is 
15 quenched with water and the pH is adjusted to between 4 
and 8 utilizing an inorgsuiic or organic acid chosen from 
HOAc, H2SO4, HCl, or HNO3 . The temperature during this 
step is maintained between -20 ^'C and room temperature. 
Hydrazine or hydrazine hydrate is then added to the 
20 mixture while maintaining the temperature between -20 °C 
and 40 °C for a period of 3 0 minutes to several hours. 
The mixture is then poured into water and extracted with 
an organic solvent. The N-Cbz-protected pyridyl pyrazole 
is obtained as a crude solid which is purified by 
25 chromatography or crystallization. 
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N NH 




5 Step: D 

The CBZ protecting group is cleaved using hydrogen gas 
under pressure and Pd-C in an alcohol solvent, affording 
scaffold C-52 after filtration and concentration. 



N-NH 



10 




O 

15 The following compounds C-53 through C-59 in Table C-3 

are prepared according to the general procedure described 
above for the preparation of C-52, 





Table 


C-3 




Example No . 


Structure 






C-53 






N-NH 
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C-54 


N-NH 


C-55 


N-NH 
N 


C-56 


N 


C-57 


N 


C-58 


N 


C-59 


N 



ExaTnple C-60 

5 Step A: 

A Boc protected pyridylpyrazole is treated with 
benzaldehyde in methylene chloride at room temperature in 
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the presence of a drying agent for a period of time 
ranging from 1-24 h. Solvent is then evaporated and the 
resulting imine is used in step B without further 
purification . 

5 




Step B: 

The pyridylpyrazole imine is dissolved in THF and stirred 
10 iinder nitrogen at temperatures ranging from -78 to -20 °C. 
A base such as LDA, n-BuLi, or LiHMDS is added dropwise 
to the mixture which is then stirred for an additional 10 
minutes to 3 h. Two equivalents of a methyl iodide are 
then added to the mixture and stirring is continued for 
15 several hours. The mixture is then quenched with acid 
and allowed to warm to room temperature and stirred 
several hours until cleavage of the Boc and the imine 
functions is corc^lete. The pH is adjusted to 12 and then 
the mixture is extracted with an organic solvent, which 
20 is dried and evaporated. The crude pyridylpyrazole is 
then crystallized guid/or chromatographed to give purified 
C-60. 




Example C-61 



J™ ~ 

; r. = 
k4: 



N-NH 




10 Example C-61 is prepared according to the method 
described in example substituting 1 , 4-dibromobutane 

for methyl iodide. 



15 



20 



Example C->62 
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N-NH 




N 



NH2 



Example C-62 is prepared according to the method 
described in example C-60, substituting 1 , 3-dibromoethane 
for methyl iodide • 



The synthesis of compound C-63 starts with the 
condensation reaction of bromomaleic anhydride B77 with 
2, 4-dimethoxyben2ylamine in acetic acid and acetic 
anhydride. The maleimide B78 is then treated with 4'- 
f luoroacetophenone in the presence of catalytic amount 
Pd2{dba)3 and sodium t-butoxide to form the 
f luoroacetophenone substituted maleimide B79. B79 is 
then treated with tert-butoxybis (dimethylamino) methane to 
yield the a-ketoenamine B80. The a-ketoenamine B80 is 
condensed with hydrazine to form the N-protected 
maleimide pyrazole B81. The 2 , 4-dimethoxyben2yl group is 
cleaved with eerie ammoniiim nitrate (CAN) to give the 
title compoTind C-63 . 



Exasgple C-63 




Using the method described in Schemes C-6 and C-7, 
10 Example 64 is prepared. 
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Example C<-65 



N-NH 




Using the method described in Schemes C-6 and . C-7 , 
Example 65 is prepared. 



10 



Example C-66 



N-NH 



15 




Using the method described in Schemes C-6 and 
Example C-66 is synthesized, substituting N-2,4- 
20 dimethoxybenzyl-4-bromopyridone for B78. 



25 



915 



Example C-67 



N-NH 




Using the method described in Schemes C-6 and C-7, 
Example C-67 is synthesized, substituting N-2,4- 
dimethoxybenzyl-4-bromopyridone for B78, and substituting 
N-Boc-glycyl N-hydroxysuccinimide for B82 . 



Example C-68 



N-NH 




Using the method described in Schemes C-6 i 
Example C-68 is synthesized, substituting 
dimethoxybenzyl-4-bromopyridone for B78. 
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Exas^le C-69 




Using the method described in Schemes 'C-6 and C- 
Example 69 is prepared, substituting N-Boc-nipecotyl 
hydroxysuccinimide for B83 . 

Example C-70 




Using the method described in Schemes C-6 and C 
Example 70 is prepared, substituting N-Boc-nipecotyl 
hydroxysuccinimide for B83. 

Example C-71 



N-NH 
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Using the method described in Schemes C-6 and C-7, 
Example 71 is prepared, substituting N-methyl-3- 
bromomaleimide for B78. 

Example C-72 




Using the method described in Schemes C-6 and C-7 , 
Example 72 is prepared, substituting N-methyl-3- 
bromomaleimide for B78, and substituting N-Boc-nipecotyl 
N-hydroxysuccinimide for B83 • 



Bxaitqple C-73 




Using the method described in Schemes C-6 and C-7 , 
Example 73 is prepared, sxibstituting N-methyl-3- 
bromomaleimide for B78 and stibstituting N-Boc-nipecotyl 
N-hydroxysuccinimide for B83 . 
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General Synttietic Procedures 

Scheme C-8 illustrates a general method that can be 
used for the introduction of various groups on an 
unsubstituted nitrogen atom that is present as part of 
pyrazole (Cviii) with appropriately substituted aldehydes 
(R3„CH0) or ketones (RaojCOIt,^) in the presence of a 
reducing agent such as sodium cyanoborohydride or sodium 
triacetoxyborohydride affords the desired products (Cix) . 
Typical conditions for the reductive alkylation include 
the use of an alcoholic solvent at temperatures ranging 
from 20 ''C to 80 **C. In Scheme C-8, and R^^^ are 

selected from but not limited to alkyl, benzyl, 
substituted benzyl, arylalkyl, heteroarylalkyl . 



Scheme C-8 

N-NH 




Scheme C-9 illustrates another method for 
introduction of substituents on the unsubstituted 
nitrogen atom present as part of the C-3 position of the 
pyrazole (Cviii) . Treatment of the pyrazole (Cviii) with 
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a suitable alkylating agent (R^^X) such as an alkyl 
chloride, alkyl bromide, alkyl iodide or with an alkyl 
methanesulfonate or alkyl p-toluenesulf onate in - the 
presence of a suitable base affords the desired alkylated 
pyrazoles (Cx) . Examples of suitable bases include 
diisopropylethylamine, triethylamine; N-methylmorpholine. 
potassium carbonate and potassium bicarbonate. 



R301 



N-NH 




NH 



Scheme C-9 



+R304 X 



Base 



X = F. CI, Br, OSO2CH3 
OS02(4-Me)C6H5 



N-NH 




R304 



Typical conditions for the alkylation include 
reaction with the suitable base in a polar aprotic 
solvent such as acetonitrile, dimethylf ormamide, 
dimethylacetamide or dimethyl sulfoxide at temperatures 
ranging from 20 °C to 150 °C. Typical R,,. substituents are 
selected from but are not limited to alkyl, substituted 
benzyl, heteroaromatic , substituted heteroalkyl and 
substituted heteroarylalkyl groups. 

Compounds containing acyl. sulfonyl or ureidyl 
groups at the nitrogen atom can be prepared as shown in 
Scheme C-10. Treatment of the pyrazole Cviii with a 
suitable acylating agent in the presence of a base such 
as N-methylmorpholine, triethylamine, 

diisopropylethylamine or dimethylamino pyridine in an 
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organic solvent such as di chl or ome thane, dichloroethane 
or dimethylformamide at temperatures ranging from 20 "C to 
120 "C affords the desired acylated pyrazoles (Cxi) . 
Suitable acylating agents include acid halides, activated 
esters of acids such as the N-hydroxysuccinimde esters, 
p-nitrophenyl esters, pentaf luorophenyl esters, sulfonyl 
halides, isocyanates, and isothiocyanates . 



R301 



N-NH 




Scheme C-10 



R305COX or 
R306SO2X or 

R307N=C=O o" 
R3oaN=C=S or 



Base 



R301 



N-NH 




R= COR3Q5 or SOaRapa or 
COIN<HR307 orCSNHRaos 

Cxi 



A general synthesis of 2 -substituted 

pyrimidinylpyrazole compounds of type Cxv is shovm in 
Scheme C-11. 

Step A: 

4-Methyl-2-methylmercaptopyrimidine is treated with 
a base selected from but not limited to n-BuLi, LDA, 
LiHMDS, t-BuOK, NaH in an organic solvent such as THF, 
ether, t-BuOH, dioxane from -78 "C to 50 "C for a period 
of time from 30 minutes to 5 hours. The resulting 4- 
methyl anion is then added to a solution of an 
appropriate ester B88. The reaction is allowed to stir 
from 30 minutes to 48 hours during which time the 



temperature may range from 0 to 100 "C. The reaction 
mixture is then poured into water and extracted with an 
organic solvent. After drying and removal of solvent -the 
desired monoketone B89 is isolated as a crude solid which 
can be recrystallized or purified by chromatography. 

Step B: 

Monoketone B89 is treated with a base selected from 
but not limited to n-BuLi, LDA, LiHMDS, t-BuOK, NaH, K^CO^ 
or CSjCO, in an organic solvent such as THF, ether, t- 
BuOH, dioxane, toluene or DMF from -78 ''C to 50 for a 
period of time from 30 minutes to 5 hours. A solution of 
an appropriately activated ester of a carboxylic acid 
CbzNR"- (CH,) ,CR' (R**) -COOH or BocNR"- (CH,) „CR" (R^) -COOH, 

preferably but not limited to the N-hydroxysuccinimide 
ester B90 is then added to the monoketone anion while 
maintaining the temperature between 0 *C to 100 *C. The 
reaction is allowed to stir at the specified temperature 
for a period of time ranging from 30 minutes to 48 hours. 
The resulting pyrimidine dike tone intermediate B91 is 
utilized without further purification in Step C. 

Step C: 

The solution or suspension containing the diketone 
intermediate B91 is quenched with water and the pH 
adjusted to between 4 and 8 using an acid chosen from 
AcOH, HjSO^, HCl or HNO3 while maintaining the temperature 
between 0 °C to 40 '^C, Hydrazine or hydrazine monohydrate 
is then added to the mixture while maintaining the 
temperature between 0 **C to 40 **C. The mixture is stirred 
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for a period of 3 0 minutes to 16 hours maintaining the 
temperature between 20 ^^C to 50 **C, poured into water and 
extracted with an organic solvent. The pyrimidinyl 
pyrazole CxiiBoc or CxliCbz is obtained as crude solid 
which is purified by chromatography or crystallization. 

Step D: 

The 2-methylmercapto group in the pyrimidinyl 
pyrazole (CxiiBoc or CxiiCbz) is oxidized to the 2- 
methylsulfone (where n =2) or the 2 -methyl sulfoxide 
(where n = 1) using either Oxone or m-chloroperbenzoic 
acid as an oxidizing agent in a suitable solvent at 
temperatures ranging from 25 to 100 "C. Solvents of 
choice for the oxidation include dichloromethane, 
acetonitrile, tetrahydrofuran or hydroalcoholic mixtures. 
The 2-methylsulfone (n = 2) or the 2-methylsulf oxide (n = 
1) (CxiiiBoc or CxiiiCbz) is purified by crystallization 
or chromatography. 

Step E: 

The 2-methylsulf one/2-methylsulf oxide group in 
CxiiiBoc or CxiiiCBz is conveniently displaced with 
various amines or alkoxides at temperatures remging from 
20 to 200 °C in solvents that include but are not 

limited to dimethylf ormamide, acetonitrile, 

tetrahydrofuran and dioxane. The alkoxides can be 
generated from their alcohols by treatment with a base 
selected from but not limited to sodium hydride, lithium 
hexamethyldisilazide, potassixim tertiary-butoxide in 
solvents such as tetrahydrofuran, dimethyl formamide and 
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dioxane at temperatures ranging from 0 "C to 100 °C . The 

resulting 2 -amino or 2-oxo derivatives (CxivBoc or 

CxivCbz) are purified by either chromatography or 
crystallization . 



Step F: 

The carbamate protecting groups from CxivBoc or 
CxivCbz are removed to afford the desired compounds Cxv 
containing either a free primary amine (R" is hydrogen) or 
a free secondary amine (R" is not equal to hydrogen) . The 
Boc protecting groups are cleaved utilizing either 
trif luoroacetic acid in methylene chloride or 
hydrochloric acid in dioxane at room temperature for 
several hours. The Cbz protecting groups are cleaved 
using hydrogen gas at atmospheric or higher pressures and 
a catalyst (palladixim on charcoal) in an alcoholic 
solvent. The resulting amines Cxv are then crystallized 
or purified by chromatography. 
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Step A 
(i) Base 



OR 



B88 



SCHEME C-ll 

O 

I R309 
SCH3 

B89 



StepB 

(i) Base 



Oi) O 9 



B90 



Boc or CBz, 




R309 

NH2NH2 

I N . 

"-N^SCH3 Step C 



B91 



Boc or CBz^ 




CxliBoc or CxIiCbz 



step D 



Oxone 
or 

mCPBA 



Boc or CBz. 



N NH S*®P ^ 

BocorCBz^., 
R309 R310NH2 or R311OH N 

or 

R312R313NH 



N NH 




R = .NHR:»ip or-OR3ii 
or -NR312R313 

CxIvBoc or CxivCbz 



StepF 



HCI or TFA 
or 

H2, Pd-C 



N NH 




R309 



Y R = -NHRgu)0''-0R3ii 

^f^p^ -NR312R313 




R309 



^SCH3 
{0)n 

n = 1 or 2 
CxiiiBoc or CxiiiCbz 



Cxv 
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The following examples contain detailed descriptions 
of the methods of preparation of compounds that form part 
of the invention. These descriptions are presented for 
illustrative purposes only and are not intended as a 
restriction on the scope of the invention. All compounds 
showed NMR spectra consistent with their assigned 
structures . 

Example C-74 

5- (4-PIPERIDYL) -4- (4-PYRIDYI.) -3 - {4-CHLOROPHENYL) PYRAZOLE 




By following the method of Example C-1 and 
substituting methyl-4-chlorobenzoate for ethyl-4- 
fluorobenzoate and w-t-butoxycarbonyl-isonipecotyl N- 
hydroxysuccinimide for W-benyloxycarbonyl-glycinyl N- 
hydroxysuccinimide the title compound was prepared as the 
W-t-butoxycarbonyl protected compound. The deprotection 
of the w-t-butoxycarbonyl intermediate was accomplished 
with 4 N HCl in dioxane to afford the title compound as 
the hydrochloride salt: 'hnmr (d.-DMSO) 5 8.57 (d, J = 
4.83 Hz, 2 H) , 7.41 (d, J = 8.26 Hz, 2 H) , 7.29 (d, J = 
8.26 Hz, 2 H). 7.20 (d, J = 4.63 Hz. 2 H) , 3.18 (bd, J = 
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12.08 Hz, 2 H), 2.88 (m, 1 H) , 2.76 (m, 2 H) , 1.82 (bs, 4 
H) . MS (M+H) : 339 (base peak) . 

Example 0-75 

5- {2\J'-METHYIi-4-PIPERIDyi,) -4- (4-PYRIDYL) -3- (4-CHLOROPHENYIj) 

PYRAZOIiE 



N-NH 




To a solution of 5- (4-piperidyl) -4- (4-pyridyl) -3- (4- 
chlorophenyl ) pyrazole hydrochloride (Example C-74) (25 
g, 61 mmol) in 140 itiL of formic acid (96%) was added 50 g 
of formaldehyde (37%) . The solution was stirred at 75 °C 
for 48 h and was cooled to room temperature. The excess 
formic acid was removed under reduced pressure and the 
residue was dissolved in 100 mL of water. The solution 
was added to concentrated NH^OH/H^G and the mixture was 
extracted with ethyl acetate (3 x 2 00 mL) . The combined 
organic layers were washed with brine (1 x 250 mL.) and 
was dried over Na^SO^. The solution was filtered and 
concentrated to leave a white solid. The solid was 
triturated with ether and was filtered to afford the 
title compound: MS (M+H) : 353 (base peak) . 
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Bxanple C-76 

5- {*r-ACETyi.-4-PIPERIDYIi) -4- (4-PYRIDYL) -3- (4-CHLOROPHEMYL) 

PYRAZOLS 



N-NH 




To a stirred suspension of 5- (4-piperidyl) -4- (4- 
pyr idyl ) - 3 - ( 4 -chl or ©phenyl ) pyrazole hydrochloride 

(Example C-74) (1 g. 2.4 rnmol) in 24 inL of CH,C1, was 
added 4 -dimethyl amino pyridine (0.88 g, 7.2 mmol) and 
acetyl chloride (0.21 g, 2.6 mmol). The solution was 
stirred for 3 h and the solvent was removed under reduced 
pressure. The residue was treated with saturated NH.OH 
(20 mL) and the suspension was extracted with ethyl 
acetate (3 x 30 mL) . The combined extracts were washed 
with brine (I x 50 mL) , dried over MgSO,. filtered and 
concentrated to leave a solid. The solid was triturated 
with ether and was filtered to leave the title compound: 
MS (M+H) : 3 81 (base peak) . 
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Kxample C-77 



5- (Ar-METHOXYACETYI.-4-PlPBRIDYli) -4- (4-PYRIDYL) -3- (4- 
CHLOROPHENYIi) PYRAZOLE 



By following the method of Example C-76 and 
substituting methoxy acetyl- chloride for acetyl chloride 
the title compound was prepared: ^HNMR (DMSO-d^) 6 8.75 
(d, J = 6.72 Hz, 2 H), 7.70 (d, J = 6.72 Hz, 2 H) , 7.38 
(d, J = 8.60 Hz, 2 H) , 7.29 (dd, J = 6.72, 1.88 Hz, 2 H) , 
4.40 (d, J = 11.8 Hz, 1 H), 4.05 (m, ,2 H) , 3.70 (d, J = 
12.70 Hz, 1 H) , 3.25 (s, 3 H) , 3.0 (m, 2 H) , 2.55 (m, 1 
H) , 1.7 (m, 4 H) . MS (M+H) : 411 (base peak). 



N-NH 




Example C-78 



5- (l^-METHYLSULFONYIi-4-PIPERIDYI-) -4- (4-PYRIDyii) -3- (4- 



CKLOROPHENYIi) PYHAZOIiE 



N-NH 
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By following the method of Example C-76 and 
substituting methylsulf onyl chloride (2,0 equivalents) 
for acetyl chloride the title compound was prepared: 'hnmr 

(DMSO-d,) 5 8.70 (d, J = 6.72 Hz, 2 H) , 7.72 (d, J = 6.72 
H2, 2 H), 7,38 (d, J = 7.66 Hz, 2 H) . 7.30 (dd, J = 6.72, 
1.88 Hz, 2 H) , 3.58 (bd, J = 11.8 Hz, 2 H) , 2.87 (m, 1 
H), 2.82 (s, 3 H), 2.72 (m, 2 H) , 1.85 (m, 4 H) . MS 

(M+H) : 417 (base peak) . 

Kxample C-79 

5- tJ/-METHOXyETHYI.-4-PIPERIDYI-3 -4- (4-PYRIDYL) -3- (4- 
CHI#OROPHENYL) PYRAZOIiE 

N-NH 




To a stirred suspension of 5- {4-piperidyl) -4- ( 4- 
pyridyl) -3- {4-chlorophenyl ) pyrazole hydrochloride 

(Example C-74) (500 mg, 1.2 mmol) in 12 mL, of DMF was 
added Hunig's base (790 mg, 6.1 mmol) and 2-bromoethyl 
methyl ether (850 mg, 6.1 mmol). The solution was 
stirred at room temperature for 5 days. The solution was 
poured onto 2.5 N NaOH and was extracted with ethyl 
acetate (3 x 100 mL) . The combined extracts were washed 
with water (3 x 100 mL) and brine (1 x 100 mL) . The 
organic phase was dried over Na^SO^ and was filtered. The 
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solvent was removed under reduced pressure to leave a 
solid. The solid was triturated and filtered to leave 
the title compound: ^HNMR (CDCl,) 5 8.63 (d, J = 4.23 Hz, 
2 H), 7,28 (m, 4 H) , 7.14 (d, J = 4.43 Hz, 2 H) , 3.57 (t, 
J = 5.24 Hz, 2 H) , 3.38 (s, 3 H) , 3.14 (bd, J = 10.1 Hz,. 
2 H), 2.79 (m, 1 H) , 2.68 (t, J = 5.04, 2 H) , 2.08 (m, 4 
H), 1.92 (m, 2 H) . MS (M+H) : 397 (base peak) . 



5- (JP7-AIii:iYI,-4-PIPERIDYL> -4- {4-PYRIDYL) -3- ( 4 -CHLOROPHENYIi ) 

PYHAZGIiE 



By following the method of example C-79 and 
substituting allyl bromide for 2-bromoethyl methyl ether 
the title compound was prepared: MS (M+H) : 379 (base 
peak) 



Example C-80 



N-NH 





Exfioaple C-81 

5- (2^-PROPARGYI.-4-PIPERIDYIi) -4- (4-PYRIDYIi) -3- (4- 
CHIiOROPHENYL) PYRAZOLE 



N-NH 




By following the method of example C-79 and 
substituting propargyl bromide for 2-bromoethyl methyl 
ether the title- compound was prepared: MS (M+H) : 377 
(base peak) 

Example C-82 

5- {2-METHYLTHIAZOLyii) -4-PIPERIDYi:.] -4- (4-PYRIDYri) -3- (4- 

CHI-OROPHENYIi) PYRAZOIiE 




To a suspension of 5- {4-piperidyl) -4- (4-pyridyl) -3- 
(4-chlorophenyl) pyrazole hydrochloride (Example C-74) in 
12 mL of MeOH was added trimethyl orthoformate (2.6 g. 
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24.4 mmol) and 27thia2olecarboxaldehyde (1-4 g, 12.2 
mmol) , The suspension was stirred at room temperature 
for 2 h. To this mixture was added NaCNBH, (1.5 g, 24.4 
mmol) and the resulting suspension was stirred at room 
temperature for 7 days . The mixture was poured onto 2 . 5 
N NaOH and was extracted with ethyl acetate (2 x 100 mL) . 
The combined extracts were washed with brine (1 x 100 
mL) , dried over Na^SO^, filtered and concentrated to leave 
a solid. This solid was triturated with ether and 
filtered to afford the title compound: MS (M+H) : 436 
(base peak) . 



Example C-83 

5- {4-PIPERIDYIi) -4- (4-PYRIDYL) -3- [4- 
(TRIFI-UOROMETHYL ) PHENYL] PYRAZOLE 



N-NH 




By following the method of Example C-1 and 
substituting methyl-4- ( trif luoromethyl ) benzoate for 
ethyl - 4 - f luorobenzoate and iST- t-bu toxycarbony 1 - 

isonipecotyl 2\r-hydroxysuccinimide for JV-benyloxycarbonyl- 
glycinyl N-hydroxysuccinimide the title compound was 
prepared as the t-butoxycarbonyl protected compound. 
The deprotection of the ZST"- t-butoxycarbonyl intermediate 
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was accomplished with 4 N HCl in dioxane to afford the 

title compound as its hydrochloride salt: MS (M+H) : 373 
(base peak) . 

Eaceunple C-84 

5- (W-METHyi.-4-PIPERIDYL) -4- {4-PYRIDYI.) -3- [4- 
(TRIFLUOROMETHYL) PHENYL] PYRAZOLE 



N-NH 




By following the method of Example C-75 and 
substituting 5- (4-piperidyl) -4- (4-pyridyl ) -3- [4- 

(trifluoromethyl) phenyl] pyrazole hydrochloride (Example 
C-83) for 5- (4-piperidyl) -4- (4-pyridyl) -3- (4- 

chlorophenyl) pyrazole hydrochloride (Example C-74) the 
title compound was prepared: MS (M+H) : 3 87 (base peak) . 

Example C-85 

5- IN- (2-PROPYI.) -4-PIPERIDyi.] -4- (4-PYRIDYI.) -3- [4- 
( TRIFLUOROMETHYIi ) PHENYL 1 PYRAZOLE 



N-NH 
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To a solution of 5- (4-piperidyl) -4- (4-pyridyl) -3- [4- 
(trifluoromethyl) phenyl] pyrazole (Example C-83) (300 mg, 
0.7 mmol) in 50 mL of acetone was added 1 mL of AcOH and 
NaBH(OAc)3 (15 g, 70.8 ininol) . The mixture was warmed to 
reflux and was stirred for 5 days. The reaction m^ixture 
was poured onto 100 mL of 2.5 N NaOH and was extracted 
with ethyl acetate (2 x 100 mL) . The extracts were 
combined and washed with brine (1 x 100 mL) . The organic 
phase was dried over NajSO^, filtered, and concentrated to 
S afford the title compound: MS (M+H) : 415 (base peak) . 

fy 

E3C£ux^le C-86 

O 5- (4-PIPERIDYIi) -4- (4-PYRIDYI.) -3- [3- 

( TRIFLUOROMETHYI* ) PHENYL ] PYRAZOLE 




By following the method of Example C-1 and 
substituting methyl-3- ( trif luoromethyl ) benzoate for 
ethyl-4-f luorobenzoate and i\7-t-butoxycarbonyl- 

isonipecotyl N-hydroxysuccinimide for N-benyloxycarbonyl- 
glycinyl N-hydroxysuccinimide the title compound was 
prepared as the iv- t-butoxycarbonyl protected compound. 
The deprotection of the t-butoxycarbonyl intermediate 
was accomplished with 4 N HCl in dioxane to afford the 
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title compound as its hydrochloride salt: MS (M+H) : 373 
(base peak) .the pyrazole C-3 substituent (Cviii) . 
Treatment of the 

Exaxnple C-87 

5- (Hr-METEna--4-PIPERIDYL) -4- {4-PYRIDYL) -3- [3- 
(TRIFIiUOROMETHYI-) PHENYL] PYRAZOLE 




By following the method of Example C-75 and 
substituting 5- (4 -piper idyl) -4- {4-pyridyl) -3- [3- 

{ trifluoromethyl) phenyl ] pyrazole hydrochloride (Example 
C-86) for 5- (4-piperidyl) -4- (4-pyridyl) -3- (4- 

chlorophenyl ) pyrazole hydrochloride (Example C-74) the 
title compound was prepared: MS (M+H) : 3 87 (base peak) . 



936 



Exaunple C-88 

5- (4-PIPERIDYL) -4- (4-PYRIDYIi) -3- (3-CHIiOROPHENYr.) PYRAZOLE 




By following the method of Example C-1 and 
substituting methyl-3-chlorobenzoate for ethyl-4- 
f luorobenzoate and N- t-butoxycarbonyl-isonipecotyl N- 
hydroxysuccinimide for N-benyloxycarbonyl-glycinyl N- 
hydroxysuccinimide the title compound was prepared as the 
N-t-butoxycarbonyl protected compound. The deprotection 
of the N-t-butoxycarbonyl intermediate was accomplished 
with 4 N HCl in dioxane to afford the title compound: MS 
(M+H) : 339 (base peak) . 

Example €-89 

5- {W-METHYL-4-PIPERIDYIi) -4- (4-PYRIDYI*) -3- ( 3-CHIiOROPHEKnrL) 

PYRAZOLE 
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By following the method of Exainple C-75 and 
substituting 5- ( 4-piperidyl) -4- ( 4-pyridyl ) -3 - (3- 

chlorophenyl) pyrazole hydrochloride (Example C--88) for 
5- (4-piperidyl) -4- (4-pyridyl) -3- (4-chlorophenyl) pyrazole 
hydrochloride (Example C-74) the title compound was 
prepared: MS (M+H) : 353 (base peak) . 

Example C-90 

5- (3-PIPERIDYL) -4- (4-PYRIDYL) -3- {4-FLUOROPHENYL) PYRAZOLE 



N-NH 



F' 




By following the method of Example C-1 and 
substituting iV- t-butoxycarbonyl-nipecotyl 

hydroxysuccinimide for N-benyloxycarbonyl-glycinyl N- 
hydroxysuccinimide the title compound was prepared as the 
J\r-t-butoxycarbonyl protected compound. The deprotection 
of the Z\;-t-butoxycarbonyl intermediate was accomplished 
with 4 N HCl in dioxane to afford the title compound as 
its hydrochloride salt: MS (M+H): 323 (base peak). 
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Example C-91 

5- (l\y-METHYIj-3-PIPERIDyii) -4- {4-PYRIDTL) -3- (4-FLUOROPHENYIj) 

PYRA.ZOLE 




Q By following the method of Example C-75 and 

*« a 

\1 substituting 5- (3-piperidyl) -4- {4-pyridyl ) -3- (4- 

f luorophenyl) pyrazole hydrochloride (Example C-90) for 

IS 

□ 5- (4-piperidyl) -4- (4-pyridyl) -3- (4-chlorophenyl) pyrazole 

L hydrochloride (Example C-74) the title compound was 

^ prepared: MS (M+H) : 337 (base peak).. 

'''fl Example C-92 

5-cis- (4-AMINOCycr.OHEXYL) -4- ( 4 -PYRIDYI. ) -3- (4- 
CHLOROPHENYL) PYRAZOIiE 



N-NH 




By following the method of Exconple C-1 and 
substituting methyl -4 -chlorobenzoate for ethyl-4- 
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fluorobenzoate and w-t-butoxycarbonyl-cis-4- 

aminocyclohexanoyl W-hydroxysuccinimide for N- 

benyloxycarbonyl-glycinyl W-hydroxysuccinimide the title 
compoiind was prepared as the W-C-butoxycarbonyl protected 
compoxind. The deprotection of the W-t-butoxycarbonyl 
intermediate was accomplished with 4 N HCl in dioxane to 
afford the title compound: *HNMR {d,-DMSO) 8 8.56 (d, J" == 
6.04 Hz, 2 H) . 7.39 (d, J = 8.66 Hz, 2 H) , 7.31 (d, J = 
8.46 Hz, 2 H), 7.17 (d, J = 5.84 Hz, 2 H) . 3.05 (m, 1 H) , 
2.62 (m, 1 H), 1.99 (m, 2 H) , 1.53 {m, 6 H) . MS (M+H) : 
353 (base peak) . 



Exeunple C-93 

5-CXS- (4-J\r, W-DIMETYIiAMINOCYCLOHEXYI.) -4- {4-PyRIDYI.) -3- (4 

CHZtOROPHENYI.) PYRAZOZiB 



N-NH 




By following the method of Example C-75 and 
substituting 5-cis- (4-aminocyclohexyl) -4- (4-pyridyl) -3- 
(4-chlorophenyl) pyrazole (Example C-92) for 5-(4- 
piperidyl) -4- (4-pyridyl) -3- (4-chlorophenyl} pyrazole 
hydrochloride (Example C-74) the title compound was 
prepared: MS (M+H) : 3 81 (base peak) . 



Ex2unple C-94 



5- Icis-4-l^-{2-PROPrL)AMINOCYCLOHEXYLl -4- (4-PYRIDYIi) - 3- (4 

CHLOROPHENYL) PYRAZOLE 



N-NH 




To a slurry of 5-cis- (4-aininocyclohexyl) -4- (4- 
pyridyl) -3- (4-chlorophenyl) pyrazole (Example C-92) (1.0 
g, 2.8 mmol, 1.0 eq) in methylene chloride (28 mL) was 
added acetone (0.5 mL) , acetic acid (0.5 mL) and solid 
sodium triacetoxyborohydride . The slurry was stirred for 
5 h and the volatiles were removed. The residue was 
partitioned between 2.5 M NaOH (25 mL) and ethyl acetate 
(25 mL) and the aqueous layer was extracted with ethyl 
acetate (3 x 25 mL) . The combined organic layer was 
washed with brine (50 mL) , dried over MgSO^ and 
evaporated. The residue was triturated with ether to 
yield the title compound as a white powder: ^HNMR (d^- 
DMSO) 5 8,56 (d, J = 5.84 Hz, 2H) , 7.40 (d, J = 8.26 Hz, 
2H) , 7.30 (d, J" = 8.66 Hz, 2H) , 7.18 (d, J = 5.64 Hz, 
2H) , 2.95 (m, 2H) , 2.72 (m, IH) , 1.90 (m, 2H) , 1.73 (m, 
2H) , 1.55 (m, 4H) , 1.07 (d, J= 5.64 Hz, 6H) . MS (M+H) : 
395 (base peak) . 



Hacample C-95 



[4-I\r-(ACETYli)AMXNOCYCLOHEXYI*] -4- (4-PYRIDYIi) --3- (4- 
CHLOROPHENYIi) PYRAZOLE 



N-NH 




By following the method of Example C-76 and 
substituting 5-cis- (4-aminocyclohexyl) -4- (4-pyridyl) -3- 
(4-chlorophenyl) pyrazole (Example C-92) for 5-{4- 
piperidyl) -4- (4-pyridyl) -3- (4-chlorophenyl) pyrazole 
hydrochloride (Example C-74) the title compound was 
prepared: MS (M+H) : 395 (base peak) . 

Example C-96 

5-cis- [4-W-(METHOXYACETYL) AMINOCYCIiOHEXYIi] -4- (4-PYRIDYI.) - 
3 « ( 4-CHI*OROPHENYI- ) PYRAZOLE 



N-NH 




O 

H 



By following the method of Example C-76 and 
substituting 5-cis- (4-aminocyclohexyl) -4- (4-pyridyl) -3- 
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(4-chlorophenyl) pyrazole (Example C-92) for 5- (4- 
piperidyl) -4- (4-pyridyl) -3- (4-chlorophenyl) pyrazole 
hydrochloride (Example C-74) and methoxy acetyl chloride 
for acetyl chloride the title compotmd was prepared: MS 
(M+H) : 425 (base peak) . 



Exas^le C-97 



5-cis- t4-W-(METHYIiSUI.FOirri.)AMlMOCYCLOHEXYL] -4- (4- 
PYRIDYL ) - 3 - ( 4 -CHLOROPHENYI. ) PYRAZOLE 




By following the method of Example C-76 and 
substituting 5-cis- (4-aminocyclohexyl) -4- (4-pyridyl) -3- 
( 4-chlorophenyl) pyrazole (Example C-92) for 5-(4- 
piperidyl) -4- (4-pyridyl) -3- (4-chlorophenyl) pyrazole 
hydrochloride (Example C-74) and methylsulf onyl chloride 
for acetyl chloride the title compound was prepared: MS 
(M+H) : 431 (base pealc) . 
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Bxample C-98 

(4-AMINOCYCi:iOHEXYL) -4- (4-PYRIDYI*) -3- (4 
FI<UOROPHENYL) PYRAZOZiE 



N-NH 




By following the method of Example C-1 and 
substituting ig^-t-butoxycarbonyl -015-4 -aminocyclohexanoyl 
N-hydroxysuccinimide for N-benyloxycarbonyl-glycinyl 
hydroxysuccinimide the title compound was prepared as the 
2^/- t-butoxycarbonyl protected compound. The deprotection 
of the iST-t-butoxycarbonyl intermediate was accomplished 
with 4 N HCl in dioxane to afford the title compound: MS 
(M+H) : 337 (base peak) . 

Example C-99 

5- (cis-4-Xg^,JV-DIMETHYI*AMINOCYCLOHEXYL) -4- (4-PYRlDYL) -3- (4- 

PIiUOROPHENYIi) PYRAJSOIiE 



N-NH 
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By following the method of Example C-75 and 
subs t i tut ing 5 - cis- { 4 - aminocyc 1 ohexy 1 ) - 4 - ( 4 -pyr idy 1 ) -3 - 
(4-fluorophenyl) pyrazole (Example C-98) for 5-(4- 
piperidyl) -4- (4-pyridyl) -3- (4-chlorophenyl) pyrazole 
hydrochloride (Example C-74) the title compound was 
prepared: MS (M+H) : 365 (base peak) . 

Example C-100 



5 - cis- [ 4 - W- ( 2 -PROPYL ) AMINOCYCLOHEXVI. ] - 4 - ( 4 -PYRIDYL ) -3 - ( 4 

FItUOROPHENYL) PYRAZOLE 



N-NH 




By following the method of Example C-94 and 
substituting cis-5- ( 4-aminocyclohexyl) -4- (4-pyridyl) -3- 
( 4-fluorophenyl) pyrazole (Example C-98) for 5-(cis-4-n- 
(2-propyl)aminocyclohexyl) -4- (4-pyridyl) -3- (4- 
chlorophenyl) pyrazole (Example C-92) the title compound 
was prepared: MS (M+H): 379 (base peak). 
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Example C-101 



# 



5-cis- (4-AMINOCYCLOHEXYL) -4- (4-PyRIDYL) -3- [4- 
( TRIFLUOROMETHYIi ) PHENYL ] PYRAZOLE 



N-NH 




By following the method of Example C-1 and 
substituting methyl-4- ( trif luoromethyDbenzoate for 
ethyl-4-fluorobenzoate and w-t-butoxycarbonyl-cis-4- 
aminocyclohexanoyl N-hydroxysuccinimide for N- 

benyloxycarbonyl-glycinyl W-hydroxysuccinimide the title 
compound was prepared as the W-t-butoxycarbonyl protected 
compound. The deprotection of the w-t-butoxycarbonyl 
intermediate was accomplished with 4 N HCl in dioxane to 
afford the title compound: MS (M+H) : 387 (base peak) . 



Sxample C-102 

5-cls- (4-I^r, W-DIMETHYLAMINOCYCLOHEXYL) -4- { 4-PYRIDYI.) -3- [4- 
( TRIFLUOROMETHYI. ) PHENYL ] PYRAZOLE 



N-NH 
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By following the method of Example C-7 5 and 
substituting 5-cis- {4-aminocyclohexyl) -4- (4-pyridyl) -3- 
[4- (trif luoromethyDphenyl] pyrazole (Example C-101) for 
5- (4-piperidyl) -4- (4-pyridyl) -3- (4-chlorophenyl ) pyrazole 
hydrochloride (Example C-74) the title compound was 
prepared: MS (M+H) : 415 (base peak) . 



Example C-103 

5-cis- (4-AMINOCYCIiOHEXYL) -4- (4-PYRIDYL) -3- [3- 
( TRXFIaUOROHSTHYIi ) PHENYIi ] PYRAZOLE 




NH2 



By following the method of Example C-1 and 
substituting methyl-3- ( trif luoromethyl) benzoate for 
ethyl - 4 - f luorobenzoate and N- t-butoxycarbonyl - ci s-4 - 
aminocyclohexanoyl IST-hydroxysuccinimide for N- 

beny 1 oxy carbony 1 - g lyc i ny 1 2\r-hydr oxy sue c inimi de the title 
compound was prepared as the Z^- t-butoxycarbonyl protected 
compound. The deprotection of the iST- t-butoxycarbonyl 
intermediate was accomplished with 4 N HCl in dioxane to 
afford the title compound: MS (M+H) : 3 87 (base peak) . 
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Example C-104 

5-cis- (4-2^,2^-DIMETHYLAMINOCYCLOHEXYL) -4- (4-PYRIDYL) -3- [3- 
( TRIPItUOROMETHYIi ) PHENYL 1 P YRAZOLE 




By following the method of Example C-75 and 
substituting 5-cis- (4-aminocyclohexyl) -4- (4-pyridyl) -3- 
(3- (trifluoromethyl) phenyl) pyrazole (Example C-103) for 
5- (4-piperidyl) -4- (4-pyridyl) -3- (4-chlorophenyl) pyrazole 
hydrochloride (Example C-74) the title compound was 
prepared: MS (M+H) : 415 (base peak) - 

Exeunple C-105 

{4-AMINOCYCLOHEXyii) -4- (4-PYRIDYL) - 3- (3- 
CHLOROPHENYL) PYRAZOLE 




NH2 



By following the method of Example C-1 and 
substituting methyl -3 -chlorobenzoate for ethyl-4- 
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f luorobenzoate and t-butoxycarbonyl-cis-4- 

aminocyclohexanoyl N-hydroxysuccinimide for 

benyloxycarbonyl-glycinyl N-hydroxysuccinimide the title 
compound was prepared as the t-butoxycarbonyl protected 
compound. The deprotection of the N-t-butoxycarbonyl 
intermediate was accomplished with 4 N HCl in dioxane to 
afford the title compound: MS (M+H) : 353 (base peak) . 

Ebcample C-106 

5-cis- (4-217^ W-DIMETHYIiAMINOCYCLOHEXYL) -4- (4-PyRIDyi.) -3- (3- 

CHZjOKOPHENYL) PYRAZOZiE 




By following the method of Example C~75 and 
substituting 5-cis- { 4-aminocyclohexyl) -4- (4-pyridyl) -3- 
(3-chlorophenyl) pyrazole hydrochloride (Example C-105) 
for 5- (4-piperidyl) -4- (4-pyridyl) -3- {4-chlorophenyl) 

pyrazole hydrochloride (Example C-74) the title compound 
was prepared: MS (M+H) : 381 (base peak) • 
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Example C-107 

5- (//-ACETIMIDO-4-PIPERIDYIi) -4- (4-PYRIDYI,) -3- (4- 
FIiUOROPHENYIi) PYRAZOLE 



N-NH 




To a suspension of 5- (4-piperidyl) -4- (4-pyridyl) -3- 
(4-f luorophenyl) pyrazole (Example C-2) (0.11 g, 0.35 
mmol) in 2 mL EtOH was added ethyl acetamidate 
hydrochloride (0.065 g, 0.53 mmol) and the mixture was 
refluxed for 30 minutes. The solution was left at 5-10 
for 16 h and filtered to obtain the title compound as a 
white solid: MS (M+H) : 3 64 (base peak) . 

Example C-108 

5- (ii7-CARBOXAMIDINO-4-PIPERIDYL) -4- (4-PYRIDYIi) -3- (4- 
FLUOROPHENYIi) PYRAZOLE 

N-NH 




To a stirred suspension of 5- (4-piperidyl) -4- (4- 
pyridyl) -3- (4-f luorophenyl) pyrazole (C-2) (1.5 g, 4.7 
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mmol) in 47 mL of DMF was added Hunig's base (0.60 g, 4.7 
iranol) and pyrazole carboxamide hydrochloride (0.68 g, 4.7 
mmol) . The slurry was allowed to stir at room 

temperature for 4 days. The reaction mixture was poured 
onto 300 mL of ether. The resulting precipitate was 
filtered to leave the title compound as the hydrochloride 
salt: MS (M+H) : 365 (base peak) . 

Example C-109 

5- (nr-CYCLOPROPANOYL-4-PIPERIDYI.) -4- (4-pyRIDrL) -3- (4- 
CHIiOROPHENYIi) PYRAZOLE 

O 

By following the method of Example C-7 6 and 
substituting cyclopropanoyl chloride for acetyl chloride 
the title compound was prepared: MS (M+H) : 407 (base 
peak) . 



N-NH 
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Example C-110 

5- (2-FI*UORO)BENZOyL-4-PIPERIDYIi] -4- (4-PYRIDYi> -3- (4 

CHIiOROPHENYL) PYRAZOLE 




By following the method of Example C-76 and 
substituting 2-f luorobenzoyl chloride for acetyl chloride 
the title compound was prepared: MS (M+H) : 461 (base 
peak) . 

Exaisple C-111 

5- (lf-METHYI-SUIiFONirL-4-PIPERIDYL) -4- (4-PYRIDYIi) -3- {4- 
FLUOROPHENYL) PYRAZOIaE 



N-NH 




By following the method of Example C-76 and 
substituting 5- ( 4-piperidyl) -4- {4-pyridyl) -3- (4- 

f luorophenyl) pyrazole (Example C-2) for 5- (4-piperidyl ) - 
4- (4-pyridyl) -3- (4-chlorophenyl) pyrazole (Example C-74) 
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and methyl sulfonyl chloride for acetyl chloride the title 
compound was prepared: MS (M+H) : 401 (base peak) . 

Example C-112 

5-^ (JV-METHOXyACETYIi-4-PIPERIDyii) -4- ( 4-PYIlIDYI*) -3- (4- 
FIiUOROPHENYIi) PYRAZOLE 



N-NH 




By following the method of Example C-76 and 
sxibstituting 5- (4 -piper idyl) -4- (4-pyridyl) -3- (4- 

fluorophenyl) pyrazole (Example C-2) for 5- (4-piperidyl) - 
4- (4-pyridyl) -3- {4-chlorophenyl ) pyrazole (Example C-74) 
and methoxy acetyl chloride for acetyl chloride the title 
compound was prepared: MS (M+H) : 3 95 (base peak) . 

Example C-113 

5- {l«'-ACETYL-4-PIPERIDY]:i) -4- (4-PYRIDYI.) -3- (4-FIiUOROPHENYI*) 

PYRAZOIiE 



N-NH 



953 



By following the method of Example C-76 and 
substituting 5- (4-piperidyl ) -4- (4-pyridyl) -3- (4- 

f luorophenyl ) pyrazole Example (C-2) for 5- (4 -piper idyl) - 
4- (4-pyridyl) -3- (4-chlorophenyl ) pyrazole Example (C-74) 
the title compound was prepared: MS (M+H) : 3 65 (base 
peak) • 

Ebcample C-114 

5- 12- (1, 1 -DIMETHYL )AMINOETHYL] -4- {4-PYRIDyi,) -3- (4- 
FIjUOROPHENYIi) PYHAZOIiK 



F 




By following the method of Example C-1 and 
substituting 2\;'-t-butoxycarbonyl-2-amino-2 , 2- 

dimethylpropanoyl i\7-hydroxysuccinimide for N- 

benyloxycarbonyl-glycinyl N-hydroxysuccinimide the title 
compound was prepared as the iV-t-butoxycarbonyl protected 
compound. The deprotection of the iST-t-butoxycarbonyl 
intermediate was accomplished with 4 N HCl in dioxane to 
afford the title compound as the hydrochloride salt: MS 
(M+H) : 327 (base peak) . 
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Example C-115 

5- (METHOXYMETHYI-) -4- (4-PYRIDYIi) -3- (4-CHI*OROPHENYIi) 

PYRZ^OIiE 




By following the method of Example C-1 and 
substituting methyl-4-chlorobenzoate for ethyl-4- 
f luorobenzoate and 2-inethoxyacetyl i\^-hydroxysuccinimide 
for -W-benyloxycarbonyl-glycinyl iS7-hydroxysuccinimide the 
title compound was prepared: MS (M+H) : 300 (base peak) . 

Example C-116 

5- (4-AMINOBENZYI*) -4- (4-PYRIDY1j) -3- (4-CHI.OROPHENXTi) 

PYRAZOIiE 




By following the method of Example C-1 and 
substituting methyl-4-chlorobenzoate for ethyl-4- 
f luor obenzoa t e and t-bu toxycarbony 1 - 4 - aminophenyl 



acetyl W-hydroxysuccinimide for w-benyloxycarbonyl- 
glycinyl W-hydroxysuccinimide the title compound was 
prepared as the N- t-butoxycarbonyl protected compound. 
The deprotection of the W-t-butoxycarbonyl intermediate 
was accomplished with 4 N HCl in dioxane to afford the 
title compound as the hydrochloride salt: MS (M+H) : 361 
(base peak) . 



Exai^ple C-117 



5- [4- {/gr, W-DIMETHYL) AMIMOBEMZYIi] -4- (4-PTOIDYIi) -3- ( 
CHLOROPHENYL) PYRAZOIiE 




By following the method of Example C-75 and 
substituting 5- (4-aminobenzyl) -4- (4-pyridyl) -3- (4- 

chlorophenyl ) pyrazole (Example C-116) for 5- (4- 
piperidyl) -4- (4-pyridyl) -3- (4-chlorophenyl) pyrazole 
hydrochloride (Example C-74) the title compound was 
prepared: MS (M+H) : 3 89 (base peak) . 




Exasiple C-118 

5- [4r (IZ-ACETYDAMINOBENZYIi] -4- {4-PYRIDYL) -3- (4- 
CKLOROPHENYL) PYRAZOLE 




By following the method of Example C-76 and 
substituting 5- (4-aminobenzyl) -4- (4-pyridyl) -3- (4- 

chlorophenyl ) pyrazole (Example C-116) for 5-(4- 
piperidyl) -4- (4-pyridyl) -3- (4-chlorophenyl) pyrazole 
hydrochloride (Example C-74) the title compound was 
prepared: MS (M+H) : 403 (base peak) . 

Example C-119 

5- (W-METHYLAMINOMETHYI*) -4- (4-PYRIDYI-) -3- (4-FIjUOROPHENYL) 

PYRAZOLE 




5- (J/-f ormylaminomethyl) -4- (4-pyridyl) -3- (4- 
f luorophenyl) pyrazole • To a suspension of 5-aminomethyl- 
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4- (4-pyridyl) -3- (4-f luorophenyl) pyrazole (Example C-1) 
(8.04 g, 30 mmol) in 120 mL dichloromethane was added p- 
nitrophenyl formate (6.01 g, 36 mmol) as a solid. The 
suspension was stirred for 24 h at room temperature and 
the solvents removed under reduced pressure. The residue 
was triturated with ether and filtered to obtain the 
desired 5- (2^-f ormylaminomethyl) -4- (4-pyridyl) -3- (4- 

f luorophenyl ) pyrazole derivative as a white solid: MS 
(M+H) : 297 (base peak) . 

5- (W-methylaminometliyl) -4- (4-pyridyl) -3- (4- 
f luorophenyl) pyrazole. To a suspension of 5-(N- 
formylaminomethyl) -4- (4-pyridyl) -3- (4-f luorophenyl) 
pyrazole (8.74 g, 29.5 .mmol) in 90 mL anhydrous 
tetrahydrofuran was added a 1.0 M solution of borane in 
tetrahydrofuran (90 mL, 9 0 mmol) and the mixture was 
stirred at room temperature for 24 li. IN aqueous 
hydrochloric acid (100 mL) was then added to this mixture 
and the solution was refluxed for 5 hours and cooled to 
room temperature. The solution was extracted with ether 
(2 X 2 50 mL) and the pH of the aqueous layer adjusted to 
9 by addition of concentrated ammonium hydroxide. The 
aqueous layers (pH - 9) were then extracted with ethyl 
acetate (4 x 150 mL) . The organic extracts were dried 
over sodium sulfate, filtered and evaporated to dryness 
under reduced pressure. The residue was triturated with 
acetonitrile and filtered to obtain the title compound as 
a white solid: MS (M+H) : 283 (base peak) . 
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Example 0-120 

5 - [ ( 2 - AMINO- 2 , 2 -DIMETHYLACETYIi ) AMINOMETHYIi ] - 4 - ( 4 - 
PYRIDYI- ) - 3 - ( 4 -FliUOROPHENYX. ) P YRAZOLE 




5- (W-t-butoxycarbonylaniinomethyl) -4- (4-pyridyl) -3- 
{4-f luoroplienyl) pyxazole. To a solution of 5- 

aininomethyl-4- (4-pyridyl) -3- (4-f luorophenyl) pyrazole 
(Example C-1) (0.27 g, 1 mmol) in anhydrous 
dime thy Iformamide (4 mL) was added N-tert-butoxycarbonyl 
aminoisobutyric acid i\7'-hydr'oxysuccinimide ester (0,33 
1.1 mmol) and the mixture stirred at 40 ''C for 24 h. The 
resulting solution was evaporated to dryness under 
reduced pressure. The residue was dissolved in 

dichlorome thane (3 0 mL) and washed with a saturated 
solution of sodium bicarbonate (2 x 20 mL) and brine (20 
mL) . The organic layers were dried over sodium sulfate, 
filtered and evaporated under reduced pressure to dryness 
to afford 5- (N-t-butoxycarbonylaminomethyl) -4- (4- 

pyridyl) -3- (4-f luorophenyl) pyrazole as a white solid. 

5 - {N" ( 2 -£uaino-2 , 2 -dimethylacetyl ) aioiziomethyl ) -4 - ( 4 - 
pyridyl) -3- (4- f luoroplienyl) pyrazole. To a solution of 
the above compound in acetonitrile (2 mL) was added 1 mL 
of a 4 , 0 M solution of hydrochloric acid in dioxane. The 
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reaction mixture was stirred at room temperature for 6 
hours. The suspension was evaporated to dryness under 
reduced pressure. The resulting residue was stirred in 
acetonitrile (5 mL) , filtered and dried in a vacuum 
dessicator to afford the title compound as a 
hydrochloride salt: MS (M+H) : 354 (base peak). 

Hxaurqple C-121 

5 - [ ( 2 - AMINO -2,2 -DIMETHVLACETYIi ) AMINOMETHYL ] - 4 - { 4 - 
PYRIDYIi) -3- (4-CHI*OROPHENYri) PYRAZOLE 




ly 

'''""4 By following the method of Example C-120 and 

''H substituting 5-aminomethyl-4- (4-pyridyl) -3- (4- 

chlorophenyl) pyrazole (Example C-15) for 5-aminomethyl- 
4- {4-pyridyl) -3- ( 4-f luorophenyl ) pyrazole (Example C-1) 
the title compound was prepared: MS (M+H) : 370 (base 
peak) . 
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Example C-122 

5- £4-J/-(2-DIMETHyii7^IN0ACETYIi) PIPERIDYL] -4- (4-PYRIDYL) - 3- 

{4-CHLOROPHENYri) PYRAZOLE 



N-NH 




To a solution of N-dimethylglycine hydrochloride 
(0.28 g, 2 irunol) in dimethylf ormamide (4 itilj) was added 
hydroxybenzotriazole (0.27 g, 2 inmol) , N,N- 
diisopropylethyl amine (0.7 itiL, 4 mmol) and polymer 
supported ethyl carbodimide (Example B-49) (1 g, 2.39 
mmol) . To this solution after 30 minutes at room 
temperature was added 5- (4 -piper idyl) --4- (4 -pyr idyl) -3- (4- 
chlorophenyl) pyrazole hydrochloride (Example C-74) , 0.41 
g, 1 mmol) . The suspension was agitated on a labtop 
orbital shaker for 24 h. The suspension was filtered, 
washed with dimethylf ormamide (2x5 mL) and the 
filtrates evaporated under high pressure. The residue 
was dissolved in dichloromethane (3 0 mL) , washed with a 
saturated solution of sodium bicarbonate (50 mL) and 
'brine (50 mL) . The organic layers were dried over sodium 
sulfate, filtered and evaporated under high vacuum to 
afford the title compound as a white solid: MS (M+H) : 424 
(base peak) . 
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Example C-123 

( - 5 - ( 2 -P YROIilDINYIi ) - 4 - ( 4 -P YRIDYL > - 3 - ( 4 - PLUOROPHENYL ) 

PYKAZOLE 

N--NH H 



F 




N 



By following the method of Example C-1 and 
substituting {S) -iNT"- t-butoxycarbonyl-prolinyl N~ 

hydroxysuccinimide for iV-benyloxycarbonyl-glycinyl N- 
hydroxy succinimide the title compound was prepared as the 
i\7-t-butoxycarbonyl protected compound. The deprotection 
of the Z\r-t-butoxycarbonyl intermediate was accomplished 
with 4 N HCl in dioxane to afford the title compound: MS 
(M+H) : 309 (base peak) . 

Example C-124 

(S) -5- (Iiy-METHYL-2-PYROIiIDINYri) -4- (4-PYRIDyi*) -3- (4- 
FIiUOROPHENYL) PYRAZOLE 



N-NH I 
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By following the method of Example C-75 ajid 
substituting (S) -5- {2-pyrolidinyl ) -4- {4-pyridyl) -3- (4- 

f luorophenyl) pyrazole (Example C-123) for 5-(4- 
piperidyl) -4- (4-pyridyl) -3- (4-chlorophenyl) pyrazole 
hydrochloride (Example C-74) the title compound was 
prepared: MS (M+H) : 323 (base peak) . 



Example C-125 

{R} -5- (2-PYROI-IDINYI.) -4- (4-PYRIDYL) -3- (4-FLUOROPHENYL) 

PYRilZOIiE 



N~NH H 



F' 




By following the method of Example C-1 and 
substituting (R) -iST-t-butoxycarbonyl-prolinyl 

hydroxysuccinimide for 2s;-benyloxycarbonyl-glycinyl N- 
hydroxysuccinimide the title compound was prepared as the 
/y^-t-butoxycarbonyl protected compound. The deprotection 
of the N- t-butoxycarbonyl intermediate was accomplished 
with 4 N HCl in dioxane to afford the title compound: MS 
(M+H) : 3 09 (base peak) . 
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Exeunple C-*126 

(K) -5- (2«r-METHYI.-2-PYROLIDlNYIi) -4- (4-PYRIDYIi) -3- (4- 
FIiUOROPHENTXi) PYRAZOXiE 

N-NH I 




By following the method of Example C-75 and 
substituting (R) -5- (2-pyrolidinyl) -4- (4-pyridyl) -3- (4- 

f luorophenyl) pyrazole (Example C-125) for 5-(4- 
piperidyl) -4- (4-pyridyl) -3- (4-chlorophenyl) pyrazole 
hydrochloride (Example C~74) the title compound was 
prepared: MS (M+H) : 323 (base peak) . 

Example C-127 

(R) -5- (S-PIPERIDYIj) -4- (4-PYRIDYIi) -3- ( 4 -FIiUOROPHENYL) 

PYRAZOIiE 

N-NH 



F 




By following the method of Example C-1 and 
substituting {R) -iV-t-butoxycarbonyl-nipecotyl N- 

hydroxysuccinimide for N-benyloxycarbonyl-glycinyl N- 
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hydroxysuccinimide the title compound was prepared as the 
W-t-butoxycarbonyl protected compound. The deprotection 
of the i\r-t-butoxycarbonyl intermediate was accomplished 
with 4 N HCl in dioxane to afford the title compound: MS 
(M+H) : 323 (base peak) . 

Example C-128 

{R) -5- (Xyr-METHYIi-3-PIPERIDYL) -4- (4-PYRIDyi*) -3- (4- 
FLUOROPHENYL) PYRAZODE 



F 




By following the method of Example C-75 and 
substituting {R) -5- (3-piperidyl) -4- {4-pyridyl) -3- (4- 

f luorophenyl) pyrazole (Example C-125) for 5-(4- 
piperidyl) -4- (4-pyridyl) -3- (4-chlorophenyl) pyrazole 
hydrochloride (Example C-74) the title compound was 
prepared: MS (M+H) : 337 (base peak) . 
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Ebcample C-129 

2,2 -DIMETHYL- 4 - [ 4 - ( 4 - P YRIDYL ) - 3 - { 4 -CHLOROPHENYL ) 
PYRAZOLYIi] BUTYRIC ACID 

O 

CI 

By following the method of Example C-1 and 
substituting methyl^4-chlorobenzoate for ethyl-4- 
f luorobenzoate and 2, 2 -dimethyl glutaric anhydride for 
benyloxycarbonyl-glycinyl N-hydroxysuccinimide the title 
compound was prepared: MS (M+H) : 37 0 (base peak) . 

Example C-130 

4- [4- (4-PYRIDYI*) -3- (4-FLUOROPHENYI*) PYRAZOLYIi] BUTYRIC 

O 



of Example C^l and 
substituting glutaric anhydride for 2\7-benzyloxycarbonyl- 
glycinyl JW-hydroxysuccinimide the title compound was 
prepared: MS (M+H) : 326 (base peak) . 





By following the method 
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Example C-131 

4-[4-(4-PYRIDYL>-3-(4-FI*UOROPHENyL) PYRAZOLYI-] BUTYRAMIDE 



O 



F 




Methyl 4 - { 4 - ( 4 -pyr idyl ) - 3 ( 4 - f luorophenyl ) 

pyrazolyl) b-atyrate . To a solution of 4- (4- (4-pyridyl) - 
3- (4- f luorophenyl) pyrazolyl) butyric acid (Example C- 
130) (40 g, 123 mmol) in 650 mL of MeOH was added 20 mL 
of concentrated H^SO^. The solution was stirred overnight 
at room temperature. The solution was concentrated and 
diluted with 200 mL of water. The solution was cooled 
with an ice/water bath and to the solution was added 150 
ml. of saturated NaHCO,. The solution was neutralized 
further with 50% NaOH to pH 7. The resulting slurry was 
extracted with CH^Clj (3 x 250 mL) . The combined extracts 
were washed with water (1 x 300 mL) and saturated NaHCOj 
(1 X 500 mL) . The organic phase was dried over Nat^SO^, 
filtered and concentrated to afford methyl 4-(4-(4- 
pyridyl) -3- (4-f luorophenyl) pyrazolyl) butyrate: MS 
(M+H) : 340 (base peak) . 

4 - ( 4 - ( 4 -pyr idy 1 ) - 3 - ( 4 - f luorophenyl ) pyrazolyl ) 

butyramide. A solution of methyl 4- (4- (4-pyridyl) -3- (4- 
f luorophenyl) pyrazolyl) butyrate (39 g, 120 mmol) in 600 
mL of MeOH was saturated with NH,. The solution was 
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periodically treated with additional NH, over a 24 h 
period. The solution was degassed with a stream of 
nitrogen and the solution was concentrated to leave a 
yellow solid. The solid was slurried in ether and 
filtered to leave the title compound: MS (M+H) : 325 
(base peak) . 

Example C-132 

5- [4- {l-HYDROXY)BUTYI.] -4- (4-PYIlIDYL) -3- (4-FIiUOROPHENYI*) 

PYKAZOIiE 



N-NH 




A stirred suspension of 4-- (4- (4-pyridyl) -3- (4- 
f luorophenyl) pyrazolyl) butyric acid (Example C-130) (2 
g, 6.15 mmol) in 100 ml of anhydrous ether was cooled to 
0 under nitrogen. Lithium aluminum hydride (467 mg, 

12.3 mmol) was added to this suspension slowly. After 
the addition was complete, the mixture was warmed to room 
temperature and stirred for additional 2 h. The 
reaction was quenched slowly with IN KHSO, (80 ml) . The 
mixture was transferred to a separatory funnel and the 
aqueous layer was removed. The aqueous layer was then 
made basic with K^COj (pH 8) . The aqueous solution was 
extracted with ethyl acetate (2 x 100 mL) , The combined 
ethyl acetate extracts were washed with water (1 x 100 
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mL) , dried over MgSO,, filtered and concentrated to give 
the title compound: MS (M+H) : 312 (base peak) . 

Exeunple C-133 

5- [4- (1, l-DIMETHYIf-l -HYDROXY) BUTYL] -4- (4-PYRIDYL) -3- (4- 

FliUOROPHENYL) PYHAZOX^E 



F 




A solution of 4- (4- (4-pyridyl) -3- (4-f luorophenyl) 
pyrazolyl) butyric acid (Example C-130) (200 mg, 0.615 
ininol) in 50 ml of MeOH was treated with 10 ml of 4 N 
HCl/dioxane. The reaction mixture was stirred for 5 
hours and evaporated to dryness. To this residue was 
added 15 ml of IN methyl magnesium bromide in butyl ether 
and 5 ml of anhydrous THF. The reaction was heated to 
refl\ax under nitrogen for 64 h. 

The reaction was quenched with 20 ml of saturated 
ammonium chloride. This mixture was transferred to a 
separatory funnel and was extracted with 100 ml ethyl 
acetate (2 x 100 mL) . The combined ethyl acetate 
extracts were washed with water (1 x 100 mL) , dried over 
MgSO^, filtered and concentrated to afford a crude oil. 
The crude oil was subjected to column chromatography by 
using 3.5 % MeOH/CH^Cl^ followed by 6 % MeOH/CH^Clj to give 
the title compound: MS (M+H) : 340 (base peak) . 
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Exaunple C-134 

5- (4- {l-AMINO)BUTYIi) -4- (4-PYRIDYL) -3- { 4-FIiUOROPHENYL) 

PVRAZOLE 



F 




To a suspension of 4- (4- {4-pyridyl) -3- (4- 
f luorophenyl) pyrazolyl) butyramide (Example C-131) (2 g, 
6.2 mmol) in 100 ml of anhydrous ether was added lithium 
aluminum hydride (467 mg, 12,3 mmol). After the addition 
was complete, the mixture was warmed to room temperature 
and stirred for additional 2 h. The reaction was 
quenched with 20 mL of ethyl acetate and was poured onto 
100 mL of 2.5 N NaOH. The mixture was extracted with 
ethyl acetate (3 x 50 mL) . The combined extracts were 
washed with brine (1 x 100 mL) , dried over Na^SO,, 
filtered and concentrated to afford the title compound: 
MS (M+H) : 311 (base peak) • 
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Bxample C*135 



4 - ( 4 - ( 4 -PYRIDYI* ) - 3 - ( 4 -FLUOROPHENYL ) PYRAZOLYL ) PROPIONIC 

ACID 

N-NH ^OH 

b 




By following the method of Example C-1 and 
substituting succinic anhydride for N-benyloxycarbonyl- 
glycinyl j/-hydroxysuccinimide the title compound was 
prepared: MS (M+H) : 312 (base peak) . 

Kxanqple C-136 

5- (4-PIPERIDYI.) -4- (4-PYRIMIDYI-) -3- (4-CHriOROPHENYL) 

PYRAZOLS 



N-NH 




By following the method of Example C-1 and 
substituting methyl-4-chlorobenzoate for ethyl-4- 
f luorobenzoate , t-butoxycarbonyl- isonipecotyl N- 

hydroxysuccinimide for AT-benyloxycarbonyl-glycinyl N- 
hydroxysuccinimide and 4-methylpyrimidine for 4-picoline 
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the title compound was prepared as the w- c -bu toxy car bony 1 
protected compound. The deprotection of the N-t- 

butoxycarbonyl intermediate was accomplished with 4 N HCl 
in dioxane to afford the title compound as the 
hydrochloride salt: "H NMR (CDClj) 6 9.2 (s, 1 H) , 8.48 

(d, J = 5.19 H2, 1 H), 7.31 (m, 4 H) . 6.94 (d, J = 4.79 
Hz, 1 H), (3.69 (m, 3 H) , 3.12 (m, 2 H) , 2.3 (m, 3 H) , 

1.24 (m, 2 H) . MS (M+H) : 340 (base peak) . 

Eacanple C-137 

5- (W-METHYI.-4-PIPERIDYL) -4- (4-PrRIMIDYL) -3- (4- 
CHIiOROPHSHYI.) PYRAZOIiE 




By following the method of Example C-75 and 
substituting 5- (4 -piper idyl) -4- (4-pyrimidyl) -3- (4- 

chlorophenyl) pyrazole (Example C-136) for 5-(4- 
piperidyl) -4- (4-pyridyl) -3- (4-chlorophenyl) pyrazole 
hydrochloride (Example C-74) the title compound was 
prepared: NMR (CDCl,) 5 9.2 (d, J = 1.2 Hz. 1 H) , 8.48 

(d, J = 5.59 Hz, 1 H). 7.31 (m, 4 H) , 6.95 (dd, J= 1.2, 
5.6 Hz, 1 H), 3.39 (m, 1 H) . 3.03 (d, J = 11.6 Hz. 2 H) , 
2.38 (s, 3 H), 2.06 (m, 4 H) , 1.24 (m. 2 H) . MS (M+H): 
354 (base peak) . 
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Example C-138 

5- (iy-ACETYIi-3-PIPERIDYL) -4- (4-PYRIDYL) -3- (4-FI-UOROPHENYL) 

PYRAZOIiE 



O 



F 




By following the method of Example C-76 and 
substituting 5- (3-piperidyl) -4- (4-pyridyl) -3- (4- 

f luorophenyl) pyrazole {C-90) for 5- (4-piperidyl) -4- (4- 
pyridyl) -3- (4-chlorophenyl) pyrazole (C-74) the title 
compound was prepared: MS (M+H) : 3 65 (base peak) . 



Example C-139 

5- (I7-METHOXyACETYI*- 3-PIPERIDYL) -4- (4-PYRIDyL) -3- (4- 
FLUOROPHENYI*) PYRAZOIiE 



F 




By following the method of Example C-7 6 and 
substituting 5- (3-piperidyl) -4- (4-pyridyl) -3- (4- 

f luorophenyl) pyrazole (C-90) for 5- (4-piperidyl) -4- (4- 
pyridyl) -3- (4-chlorophenyl) pyrazole (C-74) and methoxy 



wo 00/31063 
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PCT/US99/26007 



acetyl chloride for acetyl chloride the title compound 
was prepared: MS (M+H) : 3 95 (base peak) . 

Additional compounds of the present invention which 
could be prepared using one or more of the reaction 
schemes set forth in this application include, but are 
not limited to, the following: 

Exsunple C-140 

5 - (4-Ar- t-butoxycarbonylpiperidinyl) -4- [4- (2- 
t:blomethyl)pyrl2aidinyl] -3- (4-chloropheziyl)pyrazol6 



N-NH 




Example C-141 

5- (4-piperidinyl) -4- [4- (2-thiomethyl)pyrimiainyl] -3- (4- 

cblorophenyl ) pyrazole 



N-NH 
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Example C-142 

5 - (4-2\r-methylpiperidinyl) -4- [4- (2- 
t:lixom6t:hyl ) pyrdLxaidinyl ] - 3 - 4 - ( cliloroplienyl ) pyrazolo 



N-NH 




Exasiple C-143 

5- (4-^- t-bu^o3cycarbonylplperidinyl} -4- [4- (2- 
me^li£mesul£onyl)pyrlmidinyl] -3- (4-cliloroplienyl)pyrazole 

N-NH 




O 



Example C-144 

5- {4-piperidinyl) -4- [4 - (2-methanesulf onyDpyrimidinyl] -3- 

( 4 - cliloroplienyl ) pyrazole 
N-NH 




O 
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Example C-145 

5 - ( 4 - W^-me thy Ipiper idinyl ) - 4 - [ 4 - { 2 - 
me tlianesulf onyl ) pyrimidinyl ] -3- (4-chlorophenyl)pyrazole 

N-NH 




O 



£x£unple C-146 

5- {4-JP/-fc-but:oxycarbonylpiperidinyl) -4- [4- (2- 
amino) pyrimidinyl] - 3- (4-chloroplienyl)py2:a2ole 

N-NH 




Sseample C-147 

5- (4-piperidinyl) -4- [4- (2 -amino) pyrimidinyl] -3- (4- 
chloroplieny 1 ) pyrazole 
N-NH 
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Example C-148 



5- (4-//-met:hylpiperldinyl) -4- [4- (2-amino)pyrimidinyll "3- 

( 4 -chloroplienyl ) pyrazole 
N-NH 




Eacsuople C-149 



5- (4-J»^t-but:oxycarboxiylpxpe3ridinyl) -4- [4- (2- 
methylamino ) pyri mi dinyl] -3- (4-cliloroplienyl) pyrazole 

N~NH 




Example C-150 



5- {4-piperidinyl) -4- [4- (2-metliylamino)pyrimidinyl] -3- (4- 

ch.lorophexiyl ) pyxazole 
N-NH 
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Example C-151 

5- {4-W^met:hylpiperidinyl) -4- [4- (2- 
methylaxaino ) pyr imidiny 1 ] - 3 - ( 4 -chlorophenyl ) pyrazole 

N-NH 




Escample C-152 



5- (4-1/- t-butoxycarbonylpiperidinyl) -4- [4- (2- 
isopropylazaino)pyrlmldinylj -3- ( 4 -chlorophenyl) pyrazole 

N-NH 




H 



Example C-153 



5- (4-piperidinyl) -4- [4- (2-isopropylamino)pyrimidinyl3 -3- 

( 4 - chloroph.eny 1 } pyrazole 

N~NH 

IMH 




H 
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Example C-154 

5- (4-jy^methylpiperidinyl) - 4- [4- (2- 
Isopropylamino ) pyr imidinyl ] - 3 - ( 4 - chlorophenyl ) pyrazole 

N-NH 




H 



Example C-155 

5- (4-^- t-butoxycarbonylpiperidinyl) -4- [4-(2-(2- 
methoai^ethy lamlno ) ) pyr imidinyl ] - 3 - { 4 - 
cliloroplienyl ) pyrazole 



N-NH 




Example C-156 

5- (4-piperidinyl) -4- [4- (2- (2- 
methoxyethylamino) )pyrimidinyl] -3- (4- 
ctLlorophenyl ) pyrazole 

N-NH 




wo 00/31063 
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Example C-157 

5- (4-JRr-inethylpiperidinyl) - 4- [4 - (2 - (2- 
me thoxye thylamino ) ) pyr imidinyl ] - 3 - { 4 - 
dilorophenyl) pyrazole 

N-NH 




H 



Example C-158 

5- (4--r/- t-butoxycarbonylpiperidinyl) -4-[4-(2- 
me thoxy ) pyr imidinyl ] - 3 - ( 4 - chlorophenyl ) pyrazole 

N-NH 




Example C-159 

5- {4-piperidiiiyl) -4- [4- ( 2 -methoxy) pyr imidinyl] -3- (4- 

chlorophenyl ) pyrazole 
N-NH 
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Example C-160 

(4-Ar-methylpiperidinyl) -4- [4- ( 2 -me thoxy ) pyr i mi dinyl ] - 
( 4 -clxlorophenyl ) pyrazole 
N-NH 




Kxaznple C-161 

5- (4-Wi- t-butoxycarbonylpiperidinyl) -4- [4- (2- 
isopropoaey ) pyrlmidinyl ] - 3 - ( 4 -cliloroplienyl ) pyrazole 

N-NH 




Exainple 0-162 

- (4-piperidinyl) -4- [4- (2-isopropoxy)pyz:imidixiyl] -3- (4 

chiloropliexiyl ) pyrazole 

N~NH 
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Example C-163 

5- (4-^-met:hylpiperidinyl) -4- [4- (2- 
isopropoxy)pyrimidinyl] -3- (4-chlorophenyl)pyrazole 

N-NH 




Example C-164 

5- (4-W- tr-butoxycarbonylpiperidinyl) -4- [4- (2- {2-JRr, 
dime thy 1 amino) ethoxy)pyrimidinyl] -3- (4- 
chloropheny 1 ) pyxazole 



N-NH 




Exan^le C-165 

5- (4-piperidinyl) -4- [4- (2- (2-l«^, 
dimethyl amino) ethoxy)pyrimidinyl] -3- (4- 
chlorophenyl ) pyrazole 

N-NH 
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Example C-166 

5- (4-/yr-inethylpiperidinyl) -4- [4- (2- {2-2^,lir- 
dimethylamino ) etzhoxy ) pyr isuLdlnyl ] - 3 - ( 4 - 
cliloroplienyl ) pyrazole 

N-NH 




Exsunple C-167 



5- (W-acetylhydroxylimido-4-piperidyl) -4- (4-pyridyl) -3- (4- 

chlorophenyl ) p2^azole 
N-NH 



OH 




Exaunple C-168 



5- (W'-lDenzylhydroxyliinido-4-piperidyl) -4- (4-pyridyl) -3- (4- 

chlorophenyl ) pyrazole 

N~NH 
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Example 

5- (/^-phenylacetliydroxyliiaido-4 -piper idyl) -4- (4-pyridyl) 
3 - ( 4 - cliloroplieny 1 ) pyrazole 

N-NH 




Example C-170 



5- [J/-methyl-4- (3 , 4-dehydro)piperidyl] -4- (4-pyridyl) -3- (4 

chlorophenyl ) pyrazole 

N-NH 




Example C-171 



5- [2\r-isopropyl-4- (3, 4-dehydro)piperidyll -4- (4-pyridyl) -3 

{ 4 -chLloropheny 1 ) pyrazole 

N-NH 
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£x£unplQ C-172 

5- [l^-ben2yl-4- (3,4-deliydro)piperidyl] -4- {4-pyridyl) - 3- (4 

chlorophenyl } pyrazole 

N-NH 




Kxainple C-173 

5- [iV-inethyl-4- (4-f luoro)piperidyl] -4- (4-pyridyl) -3- (4- 

chlorophenyl ] pyzrazole 




£xaiaple C-174 

5- [W-xnethyl-4- (4 -hydroxy )piper idyl] -4- (4-pyridyl) -3- (4- 

chlorophenyl ) pyrazole 
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Exeunple C-175 

5- I /^-methyl- 4- (4-metho3cy)piperidyl] -4- {4-pyridyl) -3- (4 



chlorophenyl ) pyrazole 

N-NH OCH3 




Jrf Example C-176 

i: . 

E 

m 5- IW-methyl-4- (2 ^ 5-tet2rainetliyl-4-f luoro)piperidyl] -4- (4- 
"^^ pyridyl ) -3 - ( 4 -chloropheiiyl ) pyrazole 




Example C-177 



5- t2g^-metliyl-4- (2, 5-t:etrametliyl-4-hydroxy)piperidyl] -4- (4- 
pyridyl) - 3- { 4 -chloroplienyl) pyrazole 
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Exainple C-178 



5- [N-methyl-4- {2/ 5-t:etramethyl-4-methoxy)piperidyl] -4-(4- 
pyridyl) -3- (4-clilorophenyl)py2:azolo 

N-NH OCH3 




ly 



Exeunple C*179 



5- [4- (3-f l\ioro)piperidyl] -4- {4-pyrxdyl) -3- (4- 
clilorophenyl ) pyrazole 




Ebcample C-180 

5 - [ 4 - ( -N^methyl - 3 - f luoro ) piper idyl ] -4 - ( 4 -pyzridy 1 ) - 3 - ( 4 - 

dilorophenyl ) pyrazole 

N-NH \ 
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Example C-181 



5- [4-{iar-isopropyl-3-f luoro)piperidyl] -4- (4-pyridyl) -3- (4- 

clilorophenyl } pyrazole 

N~NH ^ 




1^ 



Example C-182 



hi 



5- [4- (2tf^benzyl-3-f luoro)piperidylI -4- (4-py2ridyl) -3- (4- 

dilorophenyl ) pyrazole 

F 



N-NH 




Example C-183 

5- [4- (iyr-a.cet:yl-3-f luoro)piperidyll -4- (4-pyridyl) -3- (4- 

cliloropbieny 1 ) pyrazole 
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Example C-184 

5- [4- (2-oxo)piperldyl] -4- (4-pyridyl) -3- (4- 
chloropheny 1 ) pyrazole 

N-NH ,p 




Exaix^le C-185 

5- [4- (/ir-methyl-2-oxo)piperiayl] -4- (4~pyridyl) -3- (4- 
cl3iloroph.exiyl ) pyrazole 



1=^ 
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Example C-186 

( i sopropyl- 2 -oxo) piper idyl] -4- (4-pyridyl) 
chlorophenyl ) pyrazole 




Example C-187 

[4- (2/-beiizyl-2-oxo)piperidyl] -4- (4-pyridyl) 
chloroplienyl ) pyrazole 




[4- (N-acetyl-2-oxo)piperidyl] -4- (4-pyridyl) 
chlorophenyl ) pyrazole 




990 



Exas^le C-189 

5- [5- ( 2 -oxo) piper idyll -4- (4-pyridyl) -3- (4- 
chlorophenyl ) pyrazole 

N-NH 




Example C-190 

5- [5- (2\^-methyl-2-oxo)piperidyl] -4- (4-pyridyl) -3- (4- 
^ chlorophenyl) pyrazole 




Exsunple C-191 

5- [5- {W-isopropyl-2-oxo)piperidyl] -4- (4-pyridyl) -3- (4 

chloropheny 1 ) pyrazole 
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Bxample C-192 

[5- (w-bexizyl-2-oxo)piperidyl] -4- {4-pyridyl) -3- ( 
cM-oroplienyl ) pyrazole 




Example C-193 

- [5- (W-acet:yl-2-oxo)piperidyl] -4- (4-pyridyl) -3- ( 
cliloroplienyl ) pyrazole 




Example C-194 
(J/-acet:liydroxylimido-3-piperidyl) -4- (4-pyridyl) -3 



cliloroplienyl ) pyrazole 

N-NH 




Example C-195 



(Z^-benzhydroxylimido-3-pipericlyl) -4- {4-pyridyl) -3- ( 
chloroplxenyl ) pyrazole 

N-NH 




Example C-196 



(W-plienacethydroxyliiaido-S-piperidyl) -4- (4-pyridyl) 
( 4 - clilor oplieny 1 ) pyrazole 
N~NH 




Example C-197 



5- (2-morpliolinyl) -4- (4-pyridyl) -3- (4- 
cliloiroplienyl ) pyrazole 

N-NH 

^NH 
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Example C-198 



5- {I^-niethyl-2-xaorpliolinyl) -4- (4-pyridyl) -3- (4- 
chlorophenyl ) pyrazole 

N-NH 




Example C-199 



5- (i\r-isopropyl-2-morpliolinyl) - 4- {4-pyridyl> - 3- (4- 
chlorophenyl ) pyrazole 



N-NH 




Example C-200 

5- (jNr-benzyl-2-moi:pholinyl) -4- (4-pyridyl) -3- (4- 
chlorophenyl ) pyrazole 
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Exeuaple C-201 



5- (w-acetyl-2-morpliolinyl) -4- {4-pyridyl) -3- (4- 
chloroplienyl ) pyrazolo 

6^ 



N-NH 




Example C-202 



5- [trans-4- (jv-t:-butoxycarboiiylamino)methylcyclolxo3Qrl3 -4- 
( 4-pyridyl) -3- (4-clilorophenyl)pyrazole 

N-NH 




Example C-203 

5- { t2raxis-4"amiiiometliylcyclobexyl) -4- (4-pyxidyl) -3- ( 

chloroptienyl ) pyrazole 
N-NH 
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Example C-204 

[ traas-4- {l^-isopropylaiaino)xiiethylcycloliexyl) -4 
pyridyl ) -3 - ( 4 -diloropbenyl ) pyrazole 

N-NH 




Example C-205 

[ tz'aiis-4- (2/,/^-dimethylamino)metliylcycloliexyll -4 
pyridyl ) -3 - ( 4 -chlorophenyl ) pyrazole 

N-NH 




Example C-206 

5- [ trai2S-4- {jP/-acetylamiao)met:hylcycloliea^l) ] -4 
pyridyl) -3- ( 4 -chlorophenyl) pyrazole 

N-NH 




wo 00/31063 



PCTAJS99/26007 
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Example C-207 



5- [trans- 4- t-butoxycarbonylamino) cyclohexyl] -4 - (4- 
pyridyl) -3- (4-clilorophenyl)pyrazole 

N-NH 




Exastple C-208 



5- ( trans-4-aminocycloliexyl) -4- (4-pyridyl) -3- (4- 
cbloroplienyl ) pyrazole 

N-NH 

''NHo 




Example C-209 

5- [ trai2S-4- {ii^,i^-dimetliylamino) cycloliexyl] -4- (4-pyridyl) - 
3- (4 -cliloroplienyl) pyrazole 

N-NH 



997 



Example C-210 

[tx-ems-4- (JZ-isopropylaioino) cyclohexyl) -4- (4-pyridyl) -3 
( 4 -chloroplienyl ) pyrazole 



N-NH 




Example C-211 

ItrsmS'A- (l^-acetylamiiio)cyclolie3^1] -4- (4-pyridyl) -3- ( 

clxloroplienyl ) pyrazole 

N-NH 




Example C-212 



>- [cls-4- (2tf^-t-butoxycarbonyl)metliylaminocycloliexyl) ] -4 
(4-py2ridyl) - 3- (4-cliloroplienyl) pyrazole 
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Example C-213 

5- (cis-4-metliylaminocyclohexyl) -4- (4-pyridyl) -3- (4 

cliloroplienyl ) pyrazole 




ly Example C-214 

ffl 5- [ci£P-4- (igVA^-climetliyDmethylaminocycloliexyl) 3 -4- (4- 

r pyridyl) -3- {4-clilorophenyl) pyrazole 




Example C-215 

5- [cis-4- (N-isopropyl)methylaminocycloliexyl) ] -4- (4 
pyridyl) -3- {4-cliloroplienyl)pyrazole 



CI 
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Example C-216 

[cls-4- (2J-acetyl)methylaminocycloheKyl) ] -4- (4-pyridyl) - 
3 - { 4 -chlor ©phenyl ) pyrazole 



CI 




Example C-217 

- £3- (1, l-dimet:h.yl-l- t-butoxycarbonylamino)propyl-4- 
(4-pyridyl) -3- ( 4 -clilorophenyl) pyrazole 

N-NH H 




Example C-218 



5« [3- (1, i-dimet:liyl-l-amino)propyl-4- {4-pyridyl) -3- (4- 

clxloroplienyl ) pyrazole 

N~NH 




• # 

1000 



Example C-219 

5- [3- (1, l-dimetliyl-l- {^,Z\r-dixnetliylamino) propyl -4- (4- 
pyridyl ) -3 - ( 4-chloroplieiiyl ) pyrazole 

N-NH I 



CI 




Exaic^le C-220 

5- [3- (1^ l-dimetliyl-l- (W-isopropylamiuo) propyl -4- (4- 
pyridyl) -3- (4-ch.loroplienyl)pyrazole 




Example C-221 



5- 13- (1, 1-dimethyl-l- (W-acetylamino)propyl-4- (4-pyridyl) 

3- ( 4 -chloroplienyl) pyrazole 



N-NH 
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5- [4- (l-carboxamidizio)bonzyl-4- (4-pyridyl) -3- (4- 
chloropbenyl ) pyrazole 




Example C-223 

5- [4- (l-W^methylcarboxamidino)benzyl-4- (4-pyridyl) -3- (4- 

chloropbenyl ) pyrazole 




Example C-224 

5- [4- (l-^-benzylcarboxamidino)beazyl-4- {4-pyridyl) -3- (4- 

cblorophenyl) pyrazole 

NH 




1002 



Example C-225 




Exas^le C-226 

5- [3- (l-J»^methylcarboxa2nidino)benzyl-4- (4-pyridyl) -3- (4- 

rU diloropheny 1 ) pyxazole 




Exan^le C-227 



5- [3- (l-Z\r-benzylcarboxsattidino)beazyl-4- (4-pyridyl) -3- (4- 

chlorophenyl ) pyrazole 



m • 
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Example C-228 

5- [3- (N^t-butoxycarbonyDaminobenzyl] -4- (4-pyridyl) -3- (4- 

cblorophenyl ) pyrazole 




Example C-229 




Example C-230 

5- [3- (i7,W-dimethylamino)ben2yl] -4- (4-pyridyl) -3- (4- 
cblorophenyl ) pyrazole 



1004 



Example C-231 



5 - [ 3 - ( isopr opy lamino ) benzyl ] - 4 - ( 4 -pyr idyl ) - 3 - ( 4 - 
chloroplienyl } pyrazole 




Exsu&ple C-232 



5- [3- (i^-benzylamino) benzyl] -4- (4-pyridyl) -3- (4- 
cblorophenyl ) pyrazole 




1005 
Bxaunple C-233 

5- [3- (w-acetylaunino) benzyl] -4- (4-pyridyl) -3- (4- 
chlorophenyl ) pyrazole 




Bxeunple C-234 

5- [4- (2-amino)metliylimidazolyll -4- (4-pyridyl) -3- (4- 
chloroplienyl) pyrazole 



CI 




Example C-235 

5- [4- ( 2 --N, AT- dime thy 1 am i no ) methyl i in 1. dazo ly 1 ] -4- (4* 
pyridyl) - 3- (4 -chlorophenyl) pyrazole 



H 
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Exeunple C-236 

5- [4- (2-N-isopropylamiiio)iaetliylimidazolyl] -4- (4-pyridyl) 

3- (4-clilorophenyl)pyrazole 



CI 




Exsunple C-237 

5- [4- (2-JV-benzylamirxo)mot:liylimiclazolyll -4- (4-pyriayl) -3 

( 4 -clxlorophenyl ) pyrazole 




Example C-238 

5_ £4- (2-W-acet:ylcimino)ineth.ylimidazolyl3 -4- (4-pyridyl) -3 

( 4 -dilorophenyl ) pyrazole 
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Kx2anple C-239 
5- [4- (2-aiaino)methyloxazolyl] -4- (4-pyridyl) -3- (4- 



chloropheny 1 ) pyrazole 




Example C-240 

t4- (2-^,JV^diiaethylamxzio)met:hyloxazolyl] -4- (4-pyridyl) 
3 - ( 4 -cliloroplienyl } pyrazole 




Exaonple C-241 



[4- (2-jW-isopropylzanino)mothyloxazolyl] -4- (4-pyridyl) -3- 
( 4 - clilor opheny 1 ) pyrazole 



^^^^ r >-NH 
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Example C«-242 



[4- (2-Z^-ben2ylamino)metliyloxazolyl3 -4- (4-pyridyl) -3 

chlorophenyl ) pyrazole 

N-NH ;^NH 



Example C-243 



£4- (2-W-acetylamino)metliyloxazolyll -4- (4-pyridyl) -2 

clilorophexiyl ) pyrazole 




Example C-244 



5- [4- {2-amiiio)methyltliiazolyl] -4- (4-pyridyl) -3- (4 
chloroplienyl ) pyrazole 
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Example C-245 

5- (4- <2-I/,l«r-dixBet:hylamino)methylthiazolyll -4- (4-pyridyl) 

3- (4-chloroplienyl)pyrazole 



CI 




Example C-246 

5- [4- { 2 -W^isopropylamino) methyl thiazolyl] -4- {4-pyridyl) 



3- (4«»clilorophenyl)pyrazole 
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Example C-247 

14 - (2-W'-beiizylajnino)metliylthia2olyl] -4- (4-pyridyl) 
{ 4 -chlorophenyl ) pyrazole 




Example C-248 

[4- { 2 -W-acetylamino) methyl tliiazolyl] -4- (4-pyridyl) 
( 4 -chLlorophenyl ) pyrazole 
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Biological data from compounds of Examples B-OOOl through 
B-1573 and of Examples B-2270 through B-2462 are shown in 
5 the following tables. 

0 

In vitro P38-alpha kinase inhibitory data are shown in 
the column identified as: 

«P38 alpha kinase ICsor uM or ^ ixihib © cone. (uM)" 

10 

In vitro whole cell assay for measuring the ability of 
the compounds to inhibit TNF production in human -U937 
cells stimulated with LPS are shown in the column 
15 identified as : • 

^U937 Cell IC5o# uM or ^ inhib & cone, (uM)'' 

In vivo assessment of the ability of the compounds to 
inhibit LPS-stimulated TNF release in the mouse is shown 

20 in the colmnn identified as: 

^Mouse LPS Model/ % TNF inhib © dose © predose time'' 
wherein in the dose is milligram per kilogram (mpk) 
administered by oral gavage and the predose time 
indicates the number of hours before LPS challenge when 

25 the compound is administered. 

In vivo assessment of the ability of the compounds to 
inhibit LPS-stimulated TNF release in the rat is shown in 
the column identified as: 
30 ^Rat LPS Model r % TNF inhib ^ dose & predose time'' 

wherein in the dose is milligram per kilogram (mpk) 
administered by oral gavage and the predose time 
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indicates the number of hours before LPS challenge when 
the compoiind is administered. 
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Example# 


P38 alpha kinase 

ICSO.uM or % 
inhib^conc. (uM) 


U937 Cell ICSO.uM 

or % 
inhib^conc. (uM) 


Mouse LPS Model % 
TNF inhib @ dose 
dpredose time 


Rat LPS Model % 
inhib @dose 
@predose time 


B-0001 


cs no/ iSi^ AiiM 


HU.U /O ^car 1 .WlHwl 






B-0002 


AQ/ /RiH All AH 
ft »\J /O^ 1 .UU iVI 


^O.U/OVUr lU.wUIVi 






B-0003 


TA AO/ AtiKJI 

7U.U vo<iS? 1 .UUiVI 


#0.U/0 lU.UUIVI 






8-0004 


an f\0/ /99s 4 OaaftJI 

oU.O 1 .UUivl 


4aO 1 UlVI 






B-0005 


f\C f\0/ niiHA 


^•9f um 






B-0006 


f\0/ /79\A AtaKil 


OU/o^ lU.UUiVl 






B-OOO? 


r\0/ /ffiA Aath/I 

74.0%® 1 .OUivl 


OO.U/o^ lU.UUm 






B-0008 


A*i AO/ AtiKil 


03.U /0<y lU.UUlVI 






B-0009 


U.U4 UM 


A 70||M 
U> f iCUIVl 






B*0010 


A CO ■•Ril 


U.DOUIVI 






B-001 1 


A A*a tilUI 

U.Uo UM 


•t.H# UIVI 






B-0012 


OA AO/ /RH AttR/l 

oU.U 1 .UU ivi 


HHtXJ /O 'ttf 1 .UUIVl 






B-00 lo 


rU.w/o^ I.UUIVl 


&4 0%@10 DuM 






B-001 4 


f 9.U /o^ 1 .UUIVl 


flO 0%®10 OuM 

OW.W /O Iw.wMiwi 






8-001 5 


O^-U /O^ I.UUIVl 


AO 0%&10 OuM 






8-0016 


^j'v.U /O<o( I.UUIVl 








B-001 7 


OD.U /o^ I.UUIVl 


7Q 0%©10 OuM 






B-001 8 


DU.U /0«Sr I.UUIVl 


n%® 10 OuM 






B-001 9 


OVI AO/ All mi 

04.U /oW 1 •uUlVi 


ifin n^oio OuM 

lUU.U /0>9 1 w.UUIWI 






B-0020 


no/ /A 4 aft/I 

73.0%® 1 .OUivi 


0*1 AOA^iA AiiM 
ol .U /o<9 1 U.UUiVI 






B-0021 


CO no/ iS9i 4 n*Bmi 


«O.U/o>Br lU.UUIVI 






B-0022 


CA AO/ ^4 AiiRJI 


AA n<8) 1 AiiM 
HHmU^ I.UUIVl 






B-0023 


nn no/ iS9i 4 n.aftil 

90.0%®1.0UM 


77 AO/ /??)1A AitM 
/ / .U/O^l U. UUIVl 






B-0024 


/Sit ^ n>aftfl 

94.0%@1.0uM 


CO AO/ /r9>1 AiifUl 






B-0025 


89.0%@1.0uM 


Tfl AO/ iRi'iA Aiiim 
79.U7o<iSrl U.UUIVI 






B-0026 


96.0%@1.0uM 


O 07i>Kil 






B-0027 


Mil An/ ./Ok 4 n>aBf 

94.0%@ i.OuM 


-i H n. iRii 
1 1 .UUm 






B-0028 


iOk n..Bl 

69.0%@1.0uM 


Acz no/ /Pi -f n AiiKA 






B-G029 


91.0%@1.0uM 


C O no/ /79^ ^ A At I I^X 

OO.U vo^ 1 U.UU m 






B-0030 


no/ iSi 4 n..ftl 

92.0%@1.0uM 


7C AO/ /;?i^A AitlUI 
70.U /o^l U.UUIVI 






B-0031 


nil no/ i53i4 n. allil 

94.0%@ 1 .GUM 


^ AA AO/ iRv^A AiilUI 
1 UU.U voter 1 U.UUIVI 






B-0032 


n>i no/ #A 4 n.aRA 

94.0%@1.0UM 


TQ AO/ (99)^ A AllM 
/ O.U /o^ 1 U.UUIVI 






B-0033 


A^ A A/ /Qk A. a ft A 

97.0%@1.0uM 


<4 n n. iM 
lU.UUIVI 






8-0034 


Af An/ /Sk 4 AaaBS 

95.0%@1.0uM 


■1 A Ai tM 
lU.UUIVI 






8-0035 


A AB/ .^Ok ^ n. .KB 

94.0%@i.0UM 


4 A AiiM 

lU.UUm 








92 0%@1 OuM 


8.24uM 






8-0037 


91.0%@1.0uM 


86.0%@ia.0uM 






8-0038 


71.0%@1.0uM 


84.0%(d10.0uM 






B-0039 


89.0%@1.0uM 


72.0%@10.0uM 






8-0040 


93.0%@1.0uM 


2.3uM 






8-0041 


65,0%@1.0uM 


66.0%@10.0uM 






B-0042 


94.0%® 1. OuM 


2.76uM 
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Example* _ 


P38 alpha kinase 

ICSO.uM or % 
inhlbdconc. (uM) 


U937 Cell ICSO.uM 

or % 
inhib@conc. (uM) 


Mouse LPS Model % 
TNF inhib @ dose 
Qpredose time 


Rat LPS Model % 
inhib Qdose 
@predose time 


B-0043 


0.22 uM 


0.54UM 






B-0044 


0.14 uM 


U.lSUIVi 






B-0045 


94-0%@1.0uM 


1.0 lUlVi 






8^046 


96.0%@1.0uM 


54.0%® 1 .OUM 






B-0047 


94.0%<d1«0uM 


74.0%@ lO.OuM 






B-0048 


94.0%@1.0uM 


76.0% @ 1 0.OUM 






B-0049 


88%@1.0uM 


33.0% 1 .OUM 






B-0050 


73%@1.0uM 


Oil no/ tfS9l4 AamRfl 
34.0%<9 1 .OUM 






B-0051 


3.3uM 


2.10UM 




7a^@3mDk@«4h 


B-0052 


^^^^^M ^%.^Aaa 

92%@1.0uM 


l5.U%@1.0UM 






B-0053 


95%@1.0uM 


Oil AO/ /S% 4 n>«mi 
34.0% @ 1 .OUM 






B-0054 


90%@1.0uM 


OA AO/ iS3k4 Aiaftil 

30.0%€r1 .OUM 






B-0055 


93%@1.0uM 


>1.0uM 






B-0056 


96%@1.0uM 


2i.0%@ i.OuIVI 






B-0057 


96%@1.0uM 


29.0%@i.0uM 






B-0058 


79%@1.0uM 


18.0%@1.0uM 






B-0059 


83%@1.0uM 


35.0%@ i.OuM 






B-0060 


73%@1.0uM 


«««« Ma/ iSl «1 Aaaftfl 

22.0%@1.0UM 






B-0061 


62%@1-0uM 


27.0%@1.0uM 






B-0062 


94%@1.0uM 


36.0%@ i.OuM 






B-0063 


96%@1.0uM 


iin AO/ >a^Hi A.aBfl 

40.0%@1.0UM 






B-0064 


90%@1.0uM 


it AO/ jfiX 4 A a . A Ji 

4.0%@ i.OUM 






B^)065 


83%@1.0uM 


21 .0%@1.0ulvl 






B-0066 


94%@1,0uM 


28.0%@1.0uM 






B-0067 


91%@1.0uM 


1.0%@1.0uM 






B-0068 


72%@1.0uM 


22.0%@1.0uM 






B-0069 


96%@1.0uM 


37,0%@1.0uM 






B-0070 


92%@1.0uM 


30.0%@1.0uM 






B-0071 


86%@1.0uM 


31.0%@1.0uM 






B-0072 


77%@1.0uM 


^^^^^ ^ _ a a 

32.0%@1.0uM 






B-0073 


91%@1.0uM 


24.0%@1.0uM 






B-0074 


92%@1.0uM 


42.0%@1.0uM 






B-0075 


91%@1.0uM 


35.0%@1.0uM 






B-0076 


58%@1.0uM 


21.0%@1.0uM 






B^077 


O.BuM 


lO.OuM 






B-0078 


oU /o ^ 1 .Ulim 








B-0079 


93%@1.0uM 


13.0%@1.0uM 






B-0080 


73%@1.0uM 


73.0%@1.0uM 






B-0081 


92%@1.0uM 


l3.0%@1.0uM 






B-0082 


47%@1,0uM 


27.0%@1.0uM 






B-0083 


0.22uM 


6.51uM 






B-0084 


56%@1.0uM 


30.0%^1.0uM 
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Exampte# 


P^ft ainha Iclnaea 
r «90 ill|JllCi HlliadC 

ICSO.uM or % 
inhib<&conc. (uM) 


LI937 Cell ICSO.uM 

or % 
inhlb@conc. (uM) 


Mouse LPS Model % 
TNF Inhib 9 dose 
^predose time 


Rat LPS Model % 

InhIb @dose 
@predose time 


B-0085 


83%@1.0uM 


21.0%@1.0uM 






B-0086 


91%@1.0uM 


37.0%@1.0uM 






B-0087 


0.55uM 


2.26uM 


38%@30mpk@-6h 




B-0088 


96%@1.0uM 


9.0%@1.0uM 






B-0089 


0.04uM 


3.33uM 






B-0090 


98%@1.0uM 


52.0%@1.0uM 






B-0091 


96%@1.0uM 


40.0%@1.0uM 






B-0092 


97%@1.0uM 


34.0%@1.0uM 






B-0093 


3.18 uM 


1.25uM 


30%@30mpk@-6h 




B-0094 


96%@1.0uM 


52.0%@1.0uM 






B-0095 


gSVoOI.OuM 


38,0%@1.0uM 






B-0096 


91%@1.0uM 


22.0%@1.0uM 






B-0097 


72.0%@10.0uM 


38.0%@1.0uM 






B>0098 


66.0%@10.0uM 


12.0%@1.0uM 






B-0099 


43.0% @1.0uM 


>1.0uM 






B-0100 


75.0% @1.0uM 


S.OuM 






B-0101 


71.0% @1.0uM 


2.1 luM 






B-0102 


81.0%@1,0uM 


15.0%@1.0uM 






B-0103 


71.0%@1.0uM 


6.0%@1.0uM 






B-0104 


56.0% @1.0uM 


2.78uM 






B-0105 


78.0%@1.0uM 


S.OuM 






B-0106 


62.0%(d1.0ulVI 


S.OuM 






B-0107 


0.27uM 


5.0uM 






B^108 


61.0%@1.0uM 


4,85uM 






B-0109 


45.0%@1.0uM 


19.0%@1.0uM 






B-0110 


66.0%@1.0uM 


13.0%@1.0uM 






B-0111 


57.0%@1.0uM 


>1.0uM 






B-0112 


97.0%@1.0uM 


1.12uM 






B-0113 


75.0%@1.0uM 


43.0%@1.0uM 






B-0114 


45.0%@1.0uM 


3.92UM 






B-0115 


47.0%@1.0uM 


2.0%@1.0uM 






B-0116 


73.0%@1.0uM 


35.0%@1.0uM 






B-0117 


0.46 uM 


1.78 uM 


30%@30mpk@-6h 




B-0118 


1.18 uM 


1.29 uM 






B-0119 


89.0%<&10.0uM 


2.78uM 






B-0120 


0.008 uM 


0.21 uM 


77%@ 1 00mpk<d-6n 


70%@3mpk@-4h 


B-0121 


79.0%@1.0uM 


1.22uM 






B-0122 


79.0%@10.0uM 


2.0%@1.0uM 






B-0123 


59.0%@1.0uM 


>1.0uM 






B-0124 


73.0%@1.0uM 


15.0%@1.0uM 






B-0125 


70.0%@10.0uM 


17.0%@1.0uM 






B-0126 


66.0%@1.0uM 


1.57uM 
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Example# 


P38 alpha kinase 

tr^(>n itM nr 

inhib@conc. (uM) 


U937 Cell iCoOyUM 

or % 
lnhib@conc. (uM) 


MmicA 1 P<> Model % 

TNF inhib @ dose 
^predose time 


Rat LPS Model % 
inhib @dose 
^predose time 


B-0127 


82.0%@1.0uM 


0.96uM 






B-0128 


78.0%@1.0uM 


I.BIuM 






B-0129 


51.0%@1.0uM 


31.0%@1.0uM 






B-0130 


69.0%@1.0uM 


58.0%@1.0uM 






B-0131 


43-0%@1.0uM 


46.0%@1.0uM 






B-0132 


76.0%@1.0uM 


8.0%@1.0uM 






B-0133 


51.0%@1.0uM 


42.0%@1.0uM 






B-0134 


60.0%@1.0uM 


2.17UM 






B-0135 


7B.0%@1.0uM 


58.0%@1.0uM 






B-0136 


77.0%@1.0uM 


44.0%@1.0uM 






B-0137 


41.0%@1.0uM 


37.0%@1.0uM 






B*0138 


50.0%@1,OuM 


32.0%@1.0uM 






B-0139 


54.0%@10.0uM 


17.0%@1.0uM 






B-0140 


67%@10.0uM 


9.0%@1.0uM 






B^)141 


78.0%@1.0uM 


10.0%@1.0uM 






B-0142 


86.0%@1,0uM 


12.0%@1.0uM 






B-0143 


42.0% @1.0uM 


3.63UM 






B-0144 


86.0% @1.0uM 


43.0%@1.0uM 






B-0145 


54.0% @10.0uM 


12.0% @1.0uM 






B-0146 


77.0% @10.0uM 


28.0% <@1.0uM 






B-0147 


44.0% @1.0uM 


22.0% @1.0uM 






B-014a 


51.0% @1.0uM 


>1.0uM 






B-014d 


1.15 uM 


10.0 uM 






B-0150 


27.0% @10.0uM 


35.0% @1.0uM 






B-0151 


43.0% @1.0uM 


30.0% @1.0uM 






B-0152 


51.0% @1.0uM 


24.0% @1.0uM 






B-0153 


57.0% @1.0uM 


21.0% @1.0uM 






B-0154 


65.0% @10.0uM 


14.0% @1.0uM 






B-0155 


40.0% @10.0uM 


26.0% @1.0uM 






B*0156 


42.0% @10.0uM 


13.0% @1.0uM 






B-0157 


48.0% @10.0uM 


9.0% @1.0uM 






B-0158 


58.0% @10.0uM 


39.0% @1.0uM 






B-0159 


54.0% @10.0uM 


5.0% @1.0uM 






B-0160 


59.0% ©lO.OuM 


26.0% @1.0uM 






B-0161 


72.0% @10.0uM 


13.0% ©I.OuM 






B-0162 


23%<^1.0uM 


2.05 uM 






B-0163 


20.0% @10.0uM 


10.0% @1.0uM 






B-0164 


37.0% @10.0uM 


20.0% OI.OuM 






B-0165 


70.0% @10.0uM 


19.0% @1.0uM 






B-0166 


45.0% @10.0ulVl 


37.0% ©I.OuM 






B-0167 


40.0% @1.0uM 


37.0% ©I.OuM 






B-016B 


44%@1.0uM 


2.36 uM 
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Example# 


P38 alpha kinase 
inhib@conc. (uM) 


U937 Cell IC50,UM 

or % 
inhib@conc. (uM) 


Mouse L.ro Moaei A» 
TNF inhib @ dose 
Qpredose time 


Pat LPQ Mnd^l *A 

Inhib ddose 
@predose time 


B-0169 


43.0% <^1.0uM 


21.0% (^I.OuM 






B-0170 


43.0% @1.0uM 


30.0% @1.0uM 






8-0171 


61.0% ©lO.OuM 


21.0% @1.0uM 






B-0172 


16.0% ©lO.OuM 


11.0% @1.0uM 






8-0173 


33.0% @10.0uM 


48.0% <^1.0uM 






8-0174 


54.0% @10.0uM 


43.0% @1.0uM 






B-0175 


41.0% ©lO.OuM 


31.0% @1.0uM 






B-0176 


50.0% @1.0uM 


30.0% @1.0uM 






8-0177 


70.0% ©lO.OuM 


27.0% @1.0uM 






B-0178 


12.0% @10.0uM 


35.0% @1.0uM 






8-0179 


27.0% @10.0uM 


37.0% @1.0uM 






8-01 BO 


34.0% ©lO.OuM 


23.0% @1.0uM 






8-0181 


5.0%<@1.0uM 


2.0% @1.0uM 






8-0182 


39.0% @10.0uM 


40.0% @1.0uM 






8-0183 


12.0% @10.0uM 


34.0% @1.0uM 






8-0184 


66.0% eiO.OuM 


17.0% @1.0uM 






8-0185 


65.0% @10.0uM 


25.0% @1.0uM 






B-0186 


40.0% @1.0uM 


25.0% ©I.OuM 






B-0187 


4.0% @10.0uM 


14.0% @1.0uM 






8-0188 


70.0% @10.0uM 


35.0% @1.0uM 






8-0189 


42.0% ©lO.OuM 


9.0% @1.0uM 






8-0190 


59.0% @10.0uM 


31.0% @1.0uM 






8-0191 


40.0% @1.0uM 


29.0% @1.0uM 






8-0192 


12,0% @10.0uM 


47.0% @1.0uM 






B-0193 ^ 


0.54 uM 


6%@1.0uM 






80194 


1.31 uM 


22%@1.0uM 






8-0195 


1.03 uM 


55%@1.0uM 






8-0196 


2.24 uM 


>1.0uM 






8-0197 


2.0 uM 


14%@1.0uM 






8-0198 


1.2 uM 


2%@1.0uM 






B-0199 


1.34 uM 


3%@1.0uM 






B-0200 


1.31 uM 


16%@1.0uM 






B-0201 


0.29 uM 


59%@1.0uM 






B-0202 


0.55 uM 


2.26 uM 






8-0203 


0.16 uM 


65%@1.0uM 






8-0204 


0.21 uM 


48%@1.0uM 






B-0205 


0.096 uM 


54%@1.0uM 






B-0206 


5.76 uM 


14%@1.0uM 






8-0207 


0.12 uM 


52%@1.0uM 






B-0208 


0.067 uM 


>1.0uM 






B-0209 


0.29 uM 


8%@1.0uM 






8-0210 


0.057 uM 


67%@1.0uM 
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Example# 


P38 alpha kinase 

IC50,uM or % 
inhib^conc. (uM) 


U937 Cell ICSO.uM 

or % 
inhib^conc. (uM) 


Mouse LPS Model % 
TNF inhib @ dose 
®predose time 


Rat LPS Model % 
inhib ®dose 
Qpredose time 


B-0211 


0.25 uM 


30%@1.0UM 






B-0212 


0.12 uM 


2o%<ff l.UUM 






B-0213 


0.31 uM 


39%@ l.OUM 






B-0214 


0.16 uM 


f no/ cs\^ fia.ifl 

50%@ i.UUM 






B-0215 


0.11 uM 


51%@1.0uM 






B-0216 


0.56 uM 


>1.0uM 






B-0217 


0.55 uM 


>1.0uM 






B-0218 


0.53 uM 


18%@1.0uM 






B-0219 


0.91 uM 


18%@1.0uM 






B-0220 


0.13 uM 


40%@1.0uM 






B-0221 


2.4 uM 


^ 4 A, .lis 

> i.QUM 






B-0222 


0.4uM 


OA AO/ iS3l'4 AiaftJi 






B-0223 


0.2uM 


1.0%@1.0um 






B-0224 


<0.1uM 


AO AO/ Aa.ftJI 

93.U%<& 1 .UUM 






B-0225 


0.047 uM 


37.0%@1.0uM 






B-0226 


0.074uM 


20.0%@1.0uM 






B-0227 


0.045UM 


1.0%@1.0uM 






B-0228 


0.1 SuM 


44.0%@1.0UM 






B-0229 


<0.1ulVI 


61.0%@1.0uM 






B-0230 


0.041 uM 


30.0%@1.0uM 






B-0231 


0.055uM 


40.0%1 .OuM 






B-0232 


0.048uM 


Ail AO/ 4 Aa.Bfl 

24.0%@1.0uM 






B-0233 


0.095uM 


ii M MA/ /Ok 4 A. aBS 

43.0%@1.0uM 






B^234 


O.lluM 


n MA/ /SX A. .KM 

68.0%@1.0uM 






B-0235 


I.SIuM 


90.0%@1.0uM 






B*0236 


0.077uM 


46.0%@1.0uM 






B-0237 


0.1 3uM 


60.0%@1.0uM 






B-0238 


0.47UM 


82.0% @1. OuM 






B-0239 


5.73uM 


84.0%@1.0uM 






B-0240 


0.2uM 


70.0%@1.0uM 






B-0241 


0.1 uM 


45.0%(&1.0uM 






B-0242 


<0.1uM 


78.0%@1.0uM 






B-0243 


0.039uM 


p.M MA/ /Qk J M..Bfl 

53.0%@1.0uM 






B-0244 


0.02uM 


MA/ 4 A. > k fl 

57.0%@1.0uM 






B-0245 


O.ISuM 


24.0%@1.0uM 






6-0246 


<U. 1 UlVl 


^1 OuM 






B-0247 


0.082UM 


75.0%® 1. OuM 






B-0248 


<0.1uM 


11.0%@1.0uM 






B-0249 


<0.1uM 


75.0%@1.0uM 






B-0250 


0.28uM 


36.0%@1.0uM 






B-0251 


0.31 uM 


1.0%@1.0uM 






B-0252 


0.041 uM 


54.0%® 1. OuM 
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Example# 


P^ft ninha Iftnsse 1 
IC50,uM or % 1 
inhib@conc. (uM) 


U937 Cell IC50,uM 

or % 
lnhlb@conc. (uM) 


Mouse LPS Model % 
rNF inhib 9 dose] 
@predose time 1 


1 

Rat LPS Model % 
inhib @dose 1 
dpredose time | 

— 


B-0253 


0.061 uM 


74.0%#1.0uM 




j 


B-0254 


0.12uM 


59.0%@1.0uM 




' — 


B>025S 


0.32UM 


68.0%@1.0uM 




— " 


B-0256 


<0.1uM 


88.0%@1.0uM 







B-0257 


1.71 uM 


11.0%@1.0uM 







B-0258 


0.37uM 


63.0%@1.0uM 




_ j 


B-0259 


0.35uM 


58.0%@1.0uM 




— 1 


B-0260 


0.56uM 


23.0%@1.0uM 




— — 1 


B-0261 


0.49uM 


23.0%@1.0uM 







B-0262 


0.41 uM 


89.0%@1.0uM 







B-0263 


0.62uM 


64.0%@1.0uM 







B-0264 


0.1 4uM 


18.0%@1.0uM 




-A 


B-0265 


0.92uM 


24.0%@1.0uM 




_ ^ —4 


B-0266 


Q.25uM 


24.0%@1.0uM 




— — 


B-0267 


0.48uM 


11.0%®1.0uM 







B-0268 


3.39uM 


19.0%<^1.0uM 







B-0269 


9.81uM 


19.0%@1.0uM 




' ~\ 


B-0270 


5.79uM 


13.0%@1.0uM 







B-0271 


7.55uM 


12.0%@1.0uM 







B-0272 


1.81uM 


48.0%@1.0uM 




L_ 


B.0273 


5.03UM 


13.0%@1.0uM 







B-0274 


2.68uM 


25.0%@1.0uM 




1 


B>0275 


2.67uM 


1 33.0%@1.0uM 







B-0276 


1.25uM 


1 26.0%@1.0uM 






8-0277 


0.68uM 


1 34.0%@1.0uM 




1 

1 — ""^ 1 


B-0278 


1.26UM 


36.0%@1.0uM 






B-0279 


1.39uM 


1 33.0%@1.0uM 




1 1 


B-0280 


0.86uM 


18.0%@1.0uM 




1 . 


B-0281 


7.37UM 


24.0%@1.0uM 






B'0282 


0.75uM 


1 38.0%@1.0uM 




1 ~l 


B~0283 


6.66uM 


t 29.0%@1.0uM 




1 1 


B-0284 


O.OSSuM 


1 65.0%@1.0uM 




1 1 


B-0285 


4.57uM 


1 29.0%@1.0uM 




1 1 


B*0286 


0.33UM 


1 50.0%@1.0uM 




I 


B-0287 


4.0uM 


1 22.0%@1.0uM 




1 


|b«0288 


4.4oUIVi 


1 9fi n%@l OuM 






B-0289 


0.15UM 


55.0%@1.0uM 






B-0290 


0.66uM 


44.0%@1.0uM 






B-0291 


1.33uM 


1 20.0%@1.0uM 






B>0292 


0.22UM 


28.0%@1.0uM 






B'0293 


0.66uM 


53.0%@1.0uM 






|b*0294 


0.68uM 


1 45.0%@1.0uM 
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P38 alpha kinase 

iC50,uM or% 
inhib@conc. (uM) 


U937 Cell ICSO.uM 

or % 
inniDvrconc. ^um/ 


Mouse LPS Model % 
T Nr inniD 9 Qose 
£frnredafie time 


Rat LPS Model % 

inhlh IS^dofiik 
iriiiiu ^u%09c 

@predose time 


B-0295 


0.82uM 


45.0%@1.0uM 






B-0296 


8.03UM 


36.0%@1.0uM 






B-0297 


0.78uM 


30.0%@1.0uM 






B-0298 


0.58uM 


48.0%@1.0uM 






B-0299 


0.87uM 


54.0%@1.0uM 






B-Q300 


0.78uM 


32.0%@1.0uM 






B-0301 


Q.19UM 


50.0%@1.0uM 






B-0302 


4.02UM 


24.0%@1.0uM 






B-0303 


0.22uM 


10.0%@1.0uM 






B-0304 


0.56uM 


28.0%@1.0uM 






B-0305 










B-0306 










B-0307 










B-0308 










B-0309 










B*D31 0 










B'»0311 










B-0312 










B-0313 










B'-0314 










B-0315 










B-0316 










B-0317 










B-0318 










B-0319 




















B-0321 










B-0322 










B^323 










B-0324 










B>032S 










B-0326 










B-0327 










B-0328 










B-0329 










B-0330 










B-0331 










B-0332 










B-0333 










B-0334 










B-0335 










B-0336 
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Example# 


P38 alpha kinase 

iv«ou,uM or to 
inhibdconc. (uM) 


U937 Cell IC50,UM 

or % 
inhib€^conc. (uM) 


iuioif«ck LPS Model % 1 

IVIOIJS6 W« w IVIWUC.I /V I 

TNF inhib @ dose 
@preclose time 


Rat LPS Model % 
inhib ®dose 1 
@predose time 


Ib-0337 










B-0338 










B-0339 










B-0340 










B-0341 










B-0342 










B-0343 










B-0344 










B-0345 










B-0346 










B-0347 










B-0348 










B-0349 










B-0350 










B-0351 










B-0352 










B-0353 


1.37uM 


55%@1.0uM 






B-0354 


I.OuM 


0.66uM 


51%@30mpk®-6h 


54%@3mpk@-4h 


B-0355 


0.75UM 


40.0%^ I.OuM 






B*0356 


0.66uM 


24.0%@ I.OuM 






B-0357 


1.46uM 


0.66UM 






B-0358 


0.37uM 


17.0%@ I.OuM 






B-0359 


0.45uM 


47.0%@ I.OuM 






B-0360 


1,6uM 


19.0%@ I.OuM 






B-0361 


0.33uM 


46.0%@ I.OuM 






B-0362 


0.52UM 


27.0%® I.OuM 






B-0363 


4.67uM 


25.0%® I.OuM 






B-0364 


1.44uM 


27.0%@ I.OuM 






B-0365 


0.96uM 


27.0%@ I.OuM 






B-0366 


0,7uM 


46.0%® I.OuM 






B-0367 


I.OuM 


23.0%® I.OuM 






B-0368 


I.OuM 


0.64uM 


37%@30mpk@-6h 




B-0369 


0.1 6uM 


57.0%® I.OuM 






B-0370 


0.65uM 


28.0%® I.OuM 






B-0371 


0.49uM 


28.0%® I.OuM 






B-0372 


0.35uM 


29.0%® I.OuM 






B-0373 


0.45uM 


18.0%® I.OuM 






B-0374 


1.38uM 


12.0%® I.OuM 






B-0375 


I.OuM 


19.0%® I.OuM 






B-0376 


2.99uM 


12.0%® I.OuM 






B-0377 


1.29uM 


36.0%@1.0uM 






|b-0378 


l.luM 


36.0%@1.0uM 
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Example# 


P38 alpha kinase 

iL>9U,UM or /o 
inhib^conc. (uM) 


U937 Cell iC50,uM 

or % 
inhib^conc. (uM) 


Mouse LKo Moaei a> 
TNF Inhib ® dose 
@predose time 


Rflt LPS Model % 
inhib @dose 
^predose time 


B-0379 


0.53uM 


24.0%@1.0uM 






B-0380 


1.41uM 


32.0%@1.0uM 






B-0381 


0.22uM 


47.0%@1.0uM 






8-0382 


0.41 uM 


32.0%@1.0uM 






B-0383 


1.43uM 


10.0%@1.0uM 






B-0384 


4.02uM 


16.0%@1.0iiM 






B-0385 


0.057UM 


0.9uM 


30%@30mpk@-6h 


0%@3mpk@-4h 


B*0386 


O.ISuM 


54.0%@1.0uM 






8-0387 


0.41 uM 


52.0%@1.0uM 






B-0388 


<0.1uM 


36.0%@1.0uM 






8-0389 


0.01 uM 


O.OSuM 




62%@3mpk@-4h 


B-0390 


O.OBSuM 


55.0%@1.0uM 






B-0391 


0.86uM 


18.0%@1.0uM 






8-0392 


0.13uM 


57.0%@1.0uM 






8-0393 


0.043UM 


66.0%@1.0uM 






B-0394 


0.13uM 


45.0%@1.0uM 






B-0395 


0.087uM 


48.0%@1.0uM 






B-0396 


0.097UM 


0.44uM 






8-0397 


0.17UM 


41.0%@1.0uM 






B-0398 


0.054UM 


66.0%@1.0ljM 






8-0399 


0.14uM 


39.0%@1.0uM 






B-0400 


0.16UM 


25.0%@1.0uM 






B-0401 


0.46uM 


52.0%@1.0uM 






8-0402 


0.14uM 


1.51 uM 






8-0403 


1.77uM 


2.42uM 






B-0404 


0.31 uM 


48.0%@1.0uM 






B-0405 


0.79uM 


30.0%@1.0uM 






B-0406 


0.54uM 


35.0%@1.0uM 






B'0407 


0.76uM 


27.0%@1.0uM 






B-0408 


0.5uM 


50,0%@1.0uM 






8-0409 


0.53UM 


30.0%@1.0uM 






B-0410 


0.38uM 


44,0%@1.0uM 






B-0411 


0.62uM 


5D.0%@1.0uM 






B-0412 


0.24uM 


48.0%@1.0uM 






6-0413 


O.ISuM 


55.0%@1.0uM 






B-0414 


2.54UM 


25.0%@1.0uM 






8-0415 


0.42uM 


43.0%@1.0uM 






8-0416 


0.32uM 


34,0%@1.0uM 






8-0417 


0.91 uM 


28.0%@1.0uM 






B-0418 


0.22uM 


27.0%@1.0uM 






B-0419 


0.85uM 


41.0%21.0uM 






B-0420 


0.83uM 


49.0%@1.0uM 







1023 



Exaniple# 


P38 alpha kinase 

IC50.UM or % 
inhib^conc. (uM) 


U937 Cell ICSO.uM 

or % 
Inhlb^conc. (uM) 


Mouse LPS Model % 
TNF inhib ® dose 
dpredose time 


Rat LPS Model % 
Inhib ddose 
^predose time 


B-0421 


0.46uM 


C7 AO/ ffh^ Ai 1 M 

Of .Uve^ 1 .UuIVi 






B-0422 


<0. lUM 


An AOAiski Aiiim 

lU.U /o^ 1 .UUIVI 






B-0423 


0.1 oUM 


00. U /o^ 1 .UUIVl 






B-0424 


O.OooUM 


00 no/ ^1 niiK)i 






B-0425 


0.26uM 


c/t no/ 1 niiK/i 






B-0426 


0.055 uM 


0.r«lUm 






B-0427 


Q.63UM 


00 no/ iSi ^ AialUI 






B-0428 


0.99uM 








B-0429 


0.27uM 


Vic no/ niiK/i 
^lO.Uyo^ 1 .UUM 






B-0430 


A AA..ftJi 

0.29uM 


*7C AO/ ^ Alt ft /I 

/b.Uvo^S?! .UUM 






B-0431 


A A4 ■ m9i.M 

0.21 UM 


c>i no/ /ett^ Afiim 
D4.U /osSr 1 .UUM 






B-0432 


<0.1 UM 


QO AO/ iSk-l AiiM 
D9.U /olSr 1 .UUM 






B-0433 


<0.1uM 


no AO/ 4 n.tftJl 
92.U vo^ 1 .UUM 






B-0434 


0.1 2uM 


AO/ -4 At.K/l 

OO.Utov^I .UUM 






B-0435 


0.3uM 


AO/ iS9k 4 Aasftll 
61 .0 1 .UUM 






B-0436 


l.lluM 


AO/ /59k 4 Aa.KJI 

71.0%<£?1.0UM 






B-0437 


0.58uM 


PA AO/ ^ Ac.KM 






B-0438 


<0.1uM 


A<4 AO/ ^ All KM 

91.0%® 1 .OUM 






B-0439 


2.12uM 


CC AO/ -1 AiiftJI 

DO.Uvo^ 1 .UUM 






B*0440 


O.DDUM 


CO AO/ 4 AftftA 

OO.Uvb<iff 1 .UUM 






B-0441 


O.BuM 


CO AO/ 4 Aisftll 

5o.07e<£? 1 .UUM 






B-0442 


<0.1 uM 


A<l AO/ r?7l -1 Aitftfl 

91 .U vo v9 1 .UUM 






B-0443 


2.01 uM 


AO/ /P) H Aitftil 

71 .Ovb® 1 .UUM 






B-0444 


1.01 uM 


C-1 AO/ M AiiftJI 

t>l .U /o<Sf 1 .UUM 






B-0445 


<0.1 uM 


AO/ A. .Kit 

83 .0% <^ 1 .ou n/i 




— — ^— — 


B-0446 


0.78uM 


OA AO/ /S9l 4 A.aftfl 

80.0%@1.0uM 






B-0447 


0.19uM 


■94 AO/ <^ <l Aiil/I 

71.0%@1 .UUM 






B-0448 


0.4uM 


79.0%® I .OuM 






B-0449 


0.83uM 


OM AO/ /S\ A.aftl 

81.0%@1.0uM 






B-0450 


0.26uM 


81 .0%@1.0uM 






B-0451 


0.071 uM 


A A AO/ iSk 4 A..AJ 

o3.0%@ 1 .OuM 


42%(&oumpKv©-Dn 




B-0452 


0.7uM 


AO/ /?9k 4 A.aKJI 

75.0%® 1 .OUM 






B-0453 


0.47uM 


AO/ 4 Aa.KJi 

75.0%® 1 .OuM 






B-0454 


0.1 luM 


OA AO/ 4 A. all A 

dO.0%® 1 .OUM 






B-0455 


<0.1uM 


95.0%@1.0uM 




oO /O wOiTipi\ /o*Hn 


B-0456 


1 .o 1 UlVl 


R7 0%® 1 OuM 






B-0457 


0.089UM 


81.0%@1.0uM 






B-0458 


0.033UM 


70.0%@1.0uM 






B-0459 


0.099UM 


76.0%@1.0uM 






B-0460 


0.061 uM 


92.0%@1.0uM 






B-0461 


0.025UM 


96.0%@1.0uM 






B-0462 


<0.1uM 


97.0%@1.0uM 
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Example# 


P38 alpha kinase 
lC50,uM or % 

Irkl«il%lSkM#<kn^ /■■M\ 

mniDiiSrconc, \uivi^ 


U937 Cell IC50,uM 
or % 


Mouse LPS Model % 
TNF inniD Qose 
@nredose time 


Rat LPS Model % 
innio iBruose 
@predose time 


B-0463 


0.052UM 


95.0%@1.0uM 






B-0464 


<0.1uM 


91.0%@1,0uM 






B-0465 


0.084UM 


98.0%@1.0uM 






B-0466 


<0.1uM 


98.0%@1.0uM 




0%@3mpk@-4h 


B-0467 


<0.1uM 


77.0%@1.0uM 






B-0468 


0.031 uM 


93.0%@1.0uM 






B-0469 


0.056UM 


92.0%@1.0uM 






B-0470 


0.063UM 


92.0%@1.0uM 






B-0471 


0.027UM 


97.0%@1.0uM 






B-0472 


0.19uM 


54.0%@1.0uM 






B-0473 


0.004UM 


95.0%@1.0uM 






B-0474 


0.024UM 


86.0%@1.0uM 






B-0475 


0.21 uM 


74.0%@1.0uM 






B-0476 


0.56UM 


69.0%@1.0uM 






B-0477 


1.48uM 


96.0%@1.0uM 






B-0478 


0.034UM 


87.0%@1.0uM 






B-0479 


0.031 uM 


90.0%@1.0uM 




15%@3mpk@-4h 


B-0480 


0.12uM 


88.0%@1.0uM 






B-0481 


0.01 4uM 


95.0%@1.0uM 




56%@3mpk@-4h 


B'0482 


0.97uM 


68.0%@1.0uM 






8-0483 


0.57uM 


68.0%@1.0uM 






B-0484 


0.28uM 


62.0%@1.0uM 






B-0485 


0.04UM 


95.0%@1.0uM 






B-0486 


0.24uM 


80.0%@1.0uM 






B-0487 


O.lluM 


89.0%@1.0uM 




54%@3mpk@-4h 


B-0488 


0.62uM 


88.0%@1.0uM 






B-0489 


O.SuM 


80.0%@1.0uM 






B*0490 


0.91 uM 


74.0%@1.0uM 






B-0491 


0.43uM 


66.0%@1.0uM 






B-0492 


0.069UM 


42.0%@1.0uM 






B-0493 


0.3uM 


36.0%@1.0uM 






B-0494 


0.1 3uM 


30.0%@1.0uM 






B-0495 


0.12uM 


25.0%@1.0uM 






B-0496 


0.83uM 


16.0%@1.0uM 






B-0497 


0.44uM 


31.0%@1.0uM 






B*0498 


0.33uM 


11.0%@1.0uM 






B-0499 


0.39UM 


37.0%@1.0uM 






B-0500 


0.26uM 


41.Q%@1.0uM 






B-0501 


0.049uM 


52.0%@1.0uM 






B-0502 


0.065UM 


48.0%@1.0uM 






B-0503 


0.16uM 


73,0%@1.0uM 






B-0504 


0.4uM 


43.0%@1.0uM 
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Example# 


P38 alpha kinase 

IU5U,IJM or VQ 

Inhibdconc. (uM) 


U937 Cell IC50,uM 

or /o 

inhib@conc. (uM) 


Mouse i»rd Moaei /o 
TNF inhlb @ dose 
@predose time 


Rat LPS Model % 
inhib @dose 
@predose time 


B-0505 


0.28uM 


44.0%@1.0uM 






B-0506 


0.94uM 


43.0%@1.0uM 






B-0507 


0.18uM 


75.0%@1.0uM 






B-0508 


2.0uM 


48.0%@1.0uM 






B-0509 


0.1 uM 


86.0%@1.0uM 






B-0510 


0.69UM 


61.0%@1.0uM 






B-0511 


0.007UM 


90.0%@1.0uM 






B-0512 


1.0uM 


53.0%@1.0uM 






B-0513 


G.72uM 


52.0%@1.0uM 






B-0514 


0.14uM 


87.0%®1.0uM 






B-0515 


0.42uM 


61.0%@1.0uM 






B-0516 


0.37uM 


84.0%@1.0uM 






B-0517 


0.094UM 


52.0%@1.0uM 






B-0518 


O.HuM 


64.0%@1.0uM 






B-0519 


0.043UM 


87.0%@1.0uM 






8-0520 


0.4uM 


67.0%@1.0uM 






B-0521 


1,37uM 


52.0%@1.0uM 






B-0522 


O.ISuM 


75.0%@1-0uM 






B-0523 


0.19uM 


83.0%®1.0uM 








0.4uM 


77.0%@1.0uM 






D-0525 


\Im 1 OUIVI 


76 0%@1.0uM 






B-0526 


0.031 uM 


D*7 f\o/ fffi'i HtifUl 






B-0527 


1.09uM 


63.0%@1.0uM 






B-0528 


0.14uM 


70.G%@1.0uM 






B-0529 


O.lluM 


73,0%@1.0uM 






B-0530 


5.53uM 


45.0%@1.0uM 






B-0531 


0 5uM 


48.0%@1.0uM 








0 45uM 


1 .01 uM 


41%@30mpk@-6h 








47 0%@1 OuM 








n A1nM 

KJ.H 1 UIVI 


54 0%@i DuM 








U»*T*tUIVl 


0 87uM 








n dftiiM 


0.15uM 










51.0%@1.0uM 








1 • 1 ouivi 


45.0%@1.0uM 








^•O^U IVI 


21 0%@1.0uM 










54.0%@1.0uM 






B-0541 


3.24uM 


28.0% @1. OuM 






B-0542 


1.55UM 


50.0%@1.0uM 






B-0543 


1.56uM 


43.0%@1.0uM 






B-0544 


1.1 2uM 


27,0%@1.0uM 






B-0545 


1.06uM 


41.0%@1.0uM 






B-0546 


1.04uM 


18.0%@1.0uM 






B-0547 


1.24uM 


21.0%@1.0uM 






B-0548 


1.77UM 


28.0%@1.0uM 






B-0549 


2.22uM 


22.0%@1.0uM 
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P38 alpha kinase 


U937 Cell !C50,uM 


Mouse LPS Model % 


Rat LPS Model % 




ICSO.uM or % 


or % 


TNF inhib @ dose 


inhib @dose 




inhib^conc. (uM) 


lnhib@conc. (uM) 


@predose time 


©predose time 


Exampie# 










B-0550 


2.41UM 


14.0%<&1.0uM 






B-0551 


1.08uM 


56,0%@1.0uM 






B-0552 


0.13uM 


46.0%@1.0uM 






B-0553 


1.44uM 


47.0%@1.0uM 






B-0554 


2.58uM 


20.0%@1.0uM 






B-0555 


1.87uM 


34.0%@1.0uM 






B-0556 


0.49uM 


39.0%@1.0uM 






B-0557 


1.37UM 


32.0%@1.0uM 






B-0558 


0.85uM 


33.0%@1,0uM 






B-0559 


O.SSuM 


49.0%@1.0uM 






B-0560 


2.57uM 


31.0%@1.0uM 






B-0561 


2.07uM 


40.0%@1.0uM 






B-0562 


0.22UM 


0.3uM 




5%@3mpk@-4h 


B-0563 


0.18uM 


O.ISuM 






B-0564 


0.82UM 


58%@1.0uM 






B-0565 


0.23uM 


0.59uM 






B-0566 


<0.1uM 


O.ITuM 




0%@3mpk@-4h 


B-0567 


0.14uM 


0.28uM 






B-0568 


1.22UM 


46.0%@1.0uM 






B-0569 


0.15UM 


0.26uM 






B-0570 


0.27UM 


46.0%@1.0uM 






B-0571 


0.38uM 


44.0%@1.0uM 






B^)572 


0.27uM 


41.0%@1.0uM 






8^573 


0.36uM 


1.7uM 






B-0574 


0.13UM 


0.66UM 




37%@3mpk@-4h 


B-0575 


0.032uM 


0,17uM 






B-0576 


0.068uM 


0.39UM 




65%@3mpk@-4h 


B-0577 


0.091 uM 


66.0%@1.0uM 






B-0578 


1.88uM 


47.0% @1 .OuM 






B-0579 


0.11uM 


79.0%@1.0uM 






B-0580 


2.23uM 


0.84uM 






B-0581 


0.26uM 


2.1 7uM 






B-0582 


I.OSuM 


37.0%@1.0uM 






B-0583 


3.93uM 


26.0% (^1. OuM 






B-0584 


O.SGuM 


54.0%@1.0uM 






B-0585 


0.83uM 


79.0%@1.0uM 


50%@30mpk@-6h 




B-0586 


0.81 uM 


51.0%@1.0uM 






B-0587 


6.84uM 


38%@1.0uM 






B-0588 


12.8UM 


42%i&1.0uM 






B-0589 


1.71uM 


42%@1.0uM 






B.0590 


1.57uM 


38.0uM 






B-0591 


3.59uM 


29.0%@1,0uM 






B-0592 


1.62uM 


45.0%@1.0uM 






B-0593 


1.22uM 


36.0%@1.0uM 






B-0594 




41.0%@1.0uM 






8*0595 


2.42UM 


22.0% @1. OuM 






B-0596 


20.0uM 


41.0%@1.0uM 






B-0597 


1.68uM 


63.0%@1.0uM 






B-0598 


2.12UM 


50.0%@1.0uM 
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P3o alpha kinase 


1 tAO^ ^aII If^Hn aiM 

U937 ueii lUOUjUM 


Maiica 1 DQ Mrtrlal C!^ 

iviouse Moaei /o 


nai i>r^o iviouei to 




iwoUfUivi or vo 


or /o 


1 vif innio V uosc 


inniu vuuac 


^ A CI III uiwfr 


inniD>i9conc. (Uivi/ 


inniD^COnC, \unnj 


^preuosc iirne 




Q.0599 


4.16uM 


21 0%@1 OuM 






B-0600 


0 002uM 


28 0%@1 OuM 

A>W«W /O ^CSr 1 aWUIVI 






Www 1 


w<w09UIVI 


1.31uM 




43%@3mDk%-4h 


B-0602 

b^~^/U W4> 


w«w f UIVI 


61 0%@1 OuM 






8*0603 


0 09uM 

Wa WW U iVI 


51 0%@1 OuM 

W I aW /S ^7 t bWUIVI 






B-0604 


O.SuM 


20 0%(&1 OuM 






B*0605 


0 18uM 


47 0%@1 OuM 






S#^/WwW 


n i7iiM 


0%®1 OuM 






B-0607 


9 7QiiM 


70 0%@1 OuM 






B-0608 


0 059uM 

w ■ W V w UIVI 


73 0%@1 OuM 






B-0609 

\J W W W 




R7 0%®1 OuM 

Of *w /O^car 1 swUIVI 






B-061 0 


<0 luM 

^W« 1 UIVI 


88 0%@1 OuM 






B-061 1 




60 O^^l OuM 






B-061 2 


V> I wUIVI 


60 O^A<S) 1 OuM 






B*061 3 


n 17ijM 


76 0%©1 OuM 

/ WaW /0<47 i .WUIvl 






B-061 4 


w« / wU IVI 


70 0%C^1 OuM 






B-061 5 


W>UOU IVI 


83 O%0)1 OuM 






B-061 6 


w«OOUlVl 


87 n%(a>i OiiM 






B-061 7 


w.UHoUlVi 


«7^«w /0\£i 1 •UUlVl 






D— wO 1 O 


U.Ot UIVI 


AH n^^Of OiiM 

OU.w 1 •liUm 






B-061 9 


1 UIVI 


88 n^®1 DiiM 






B-0620 


1 .O^UIVI 


0^A6>1 OiiM 

1 aVIU IVI 






B-0621 


UaODUIVI 


68 n^Ati^l HiiM 

DOaW /O^OT 1 .UUIVI 








UaUf OUiVI 


/ OaU /O'Ssf 1 •UUIVl 






ww^w 


U« 1 ^UIVI 


1 WaW /0<esr ■ aVUIVI 






B-0624 


n flA^iiM 

U.U09UIVI 


^4 0^(d1 OuM 

^taV /Car 1 «UUIVi 






B-0625 


U*U^OUIVI 


88 0%01 OuM 






B-0626 


1 iiM 

<.U. 1 UIVI 


8^1 OuM 






B-0627 


U.^OUIVl 


6Q n**A<ia)1 OiiM 






B-062fl 


U.UiCOUlVI 


79 n«>A0)1 fliiM 

/ ^(W /0*e7 1 awUlvI 








n OiiM 

U.^UIVi 


I sf.U /OKSf 1 aUUlVI 






o-wuOw 


U.UOUIVI 


/ r .U /o^ 1 aUUlVI 








U.UOOUIVi 


Ri nO/lG)i HtiM 
O I .U /oVif^ 1 .UUIVl 






O-UQw^ 


<U. 1 UIVl 


/ sf.U /ovfey 1 aUUIVl 








U.OUIV] 


OU.U /oV&ir 1 aUUIVi 






R.n63d 

o— Www** 


WaWUIVl 


dn n^/kCdi ntiM 






cage's e 

D*UOOw 


U. 1 OUIVI 


03.U /oVUr I .UUlVi 






B-0636 

w W w U 


i tiM 

^w< 1 UIVI 


Rfi n%®1 OuM 






B-0637 


n 1 i itM 

U< 1 i UIVI 


9il.w /e<e3^ 1 .UUrVi 






u— WOw w 


w.^3UlVI 


09iW /0>3S' 1 a VIUIVI 






B-0639 


0 051 uM 

WaW«^ 1 UIVI 


93 0%@1 OuM 




S0%@3mpk@-4h 


B-0640 


0.36UM 


94.0%<@1.0uM 






B-0641 


0.58uM 


65.0%@1.0uM 






B-0642 


0.49uM 


90.0%@1.0uM 






B-0643 


0.069UM 


85.0%@1.0uM 




0%@3mpk@-4h 


B-0644 


0.058UM 


89.0%@1.0uM 






B-0645 


O.SBuM 


80.0%@1.0uM 






B-0646 


0.26uM 


94.0%@1.0uM 






B-0647 


I.eiuM 


76.0%@1.0uM 
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P38 alpha kinase 


U937 Cell IC50,uM 


Mouse LPS Model % 


Rat LPS Model % 




IC50,uM or % 


or % 


TNF Inhib ® dose 


Inhib Gdose 




mhib@conc. (uM) 


inhib@conc. (uM) 


@predose time 


^predose time 


Example# 










B-0648 


<0.1uM 


83.0%@1.0uM 




■ 


B-0649 


0.83uM 


39.0%@1.0uM 






B-0650 


O.OOSuM 


95.0%@1.0uM 




8%@3mpk@-4h 


B-0651 


1.78uM 


81.0%@1.0uM 






B-0652 


0.19uM 


83.0%@1.0uM 






B-0653 


2.01 uM 


74.0%@1.0uM 






B-0654 


5.97UM 


78.0%@1.0uM 






6^655 


1.25uM 


76.0%@1.0uM 






B-0656 


0.007UM 


95.0%@1.0uM 




28%@3mpk@-4h 


B-0657 


0.17uM 


83.0%@1.0uM 






B-0658 


1.14uM 


91.0%@1.0uM 






B-0659 


2.64uM 


87.0%@1,0uM 






B-0660 


O.OSduM 


92.0%@1.0uM 






B-0661 


<0.1uM 


90.0%@1.0uM 






B-0662 


<0.1uM 


95.0%@1.0uM 






B-0663 


G.BSuM 


74.0%@1.0uM 






B-0664 


0.39UM 


80.0%@1.0uM 






B-0665 


0.47uM 


72.0%@1,0uM 






B-0666 


0.17UM 


73.0%@1.0uM 






B-0667 


O.B3uM 


75.0%@1.0uM 






B'0668 


0.27uM 


78.0%@1.0uM 






B-0669 


0.89UM 


34.0%@1.0uM 






B-0670 


3.15UM 


32.0%@1.0uM 






B-0671 


6.38UM 


36.0%@1.0uM 






B-0672 


6.59uM 


32.0%@1.0uM 






B-0673 


8.54uM 


48.0%@1.0uM 






B-0674 


2.81uM 


42.0%@1.0uM 






B-0675 


5.42uM 


3.0%@1.0uM 






B-0676 


2.09uM 


22.0%@1-0uM 






B-0677 


1.63uM 


25.0%@1.0uM 






8-0678 


0.38UM 


52.0%@1.0uM 






B-0679 


0.062UM 


45.0%@1.0uM 






B-0680 


0.42uM 


67.0%@1.0uM 






B-0681 


1.96UM 


17.0%@1.0uM 






B-0682 


0.76uM 


39.0%@1.0uM 






B-0683 


13.0UM 


32.0%@1.0uM 






B-0684 


0.54uM 


68.0%@1.0uM 






B-0685 


15.4uM 


33.0%@1.0uM 






B-0686 


0.42uM 


59.0%@1.0uM 






B-0687 


10.1uM 


15.0%@1.0uM 






B-0688 


0.66uM 


58.0%@1.0uM 






B-0689 


14.6UM 


27.0%@1.0uM 






B-0690 


27.1 uM 


36.0%@1.0uM 






B-0691 


0.1 6uM 


48.0%@1.0uM 






B-0692 


0.38uM 


29.0%@1.0uM 






B-0693 


0.39uM 


28.0%@1.0uM 






B-0694 


0.62uM 


21.0%@1.0uM 






B-0695 


0.23UM 


32.0%@1.0uM 






B-0696 


0.085UM 


35.0%@1.0uM 
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Example# 


P38 alpha kinase 

IC50,uM or% 
inhib@conc. (uM) 


U937 Cell IC50,uM 

or % 
]nhib@conc. (uM) 


Mouse LPS Model % 
TNF Inhib @ dose 
Qpredose time 


Rat LPo Moaei 7^ 

inniD <euose 
^predose time 


B-0697 


0.45uM 


44.0%@1.0uM 






B-0698 


2.33UM 


43.0%@1.0uM 






B-0699 


0.34uM 


31.0%@1.0uM 






8-0700 


0.24uM 


56.0%@1.0uM 






B-0701 


0.39UM 


45.0%@1.0uM 






8-0702 


O.OSGuM 


39.0%@1.0uM 






B-0703 


0.12uM 


39.0%@1.0uM 






B-0704 


2.19uM 


29.0%@1.0uM 






B-0705 


0«44uM 


21.0%@1.0uM 






B-0706 


0.44uM 


32.0%@1.0uM 






B-0707 


1.7uM 








B-0708 


2.1 uM 








B-0709 


0.84uM 








B-0710 


1.99uM 








B-0711 


1.99uM 








8-0712 


2.9uM 








8-0713 


4.3uM 








8-0714 


3.7uM 








B-0715 


3.2uM 








B-0716 


4.6uM 








8-0717 


4.3uM 








B-0718 


1.4uM 








B-0719 


3.4uM 




V 




8-0720 


I.SuM 








B-0721 


3.8uM 








B-0722 


O.OTuM 


>1.0uM 






8-0723 


0.47uM 








8-0724 


O.OGuM 


17.0%@1.0uM 






8-0725 


9.7uM 








8-0726 


1.4uM 








B-0727 


0.51 uM 








B-0728 


20.0uM 








8-0729 


0.87uM 








8-0730 


0.25uM 


11.0%@1.0uM 






8-0731 


0.87uM 


>1.0uM 






B-0732 


14.0uM 








B-0733 


32.0uM 








B-0734 


0.92uM 








B-0735 


I.OuM 








B-0736 


26.0UM 








B-0737 


2.6uM 








8-0738 


2.7uM 








B-0739 


4.1uM 








B-0740 


4.4uM 








8-0741 


26.0uM 








B-0742 


2.2uM 








B-0743 


1.2uM 








B-0744 


23.0uM 








B-0745 


6.0uM 
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P38 alpha kinase 


U937 Cell IC50,uM 


Mouse LPS Model % 


Rat LPS Model % 




IC50,uM or% 


or % 


TNF inhib ^ dose 


inhib @dose 




inhib^conc. (uM) 


inhib^conc. (uM) 


dpredose time 


©predose time 


Example# 










B-0746 


0.01 uM 


22.0%@1.0uM 






B-0747 


l.luM 








B-0748 


1.2uM 








B-0749 


4.4uM 








B-0750 


0.92uM 








B-0751 


1.6uM 








B-0752 


0.33UM 








B-0753 


0.37uM 








B-0754 


0.55uM 








B-0755 


2.3uM 








B-0756 


0.94UM 








B-0757 


0.54uM 


16.0%@1.0uM 






B-0758 


1.5uM 








B-0759 


0.3uM 








B-0760 


0.01 uM 


13.0%@1.0uM 






B-0761 


<0.1uM 








B-0762 


0.13UM 


5.0%@1.0uM 






8-0763 


0.015UM 


17.0%@1.0uM 






B-0764 


0.67UM 


26.0%@1.0uM 






B-0765 


0.3uM 


29.0%@1.0uM 






B-0766 


0.95UM 








B-0767 


O.OSuM 








B-0768 


1.4uM 








B-0769 


12.7uM 








B-0770 


2.3uM 








B-0771 


0.5uM 








B-0772 


0.8uM 








B-0773 


14.0uM 








B-0774 


I.SuM 








B-0775 


0.6uM 


>1.0uM 






B-0776 


0.9uM 


>1.0uM 






B-0777 


21.0uM 








B-0778 


51.0UM 








B-0779 


0.5uM 








B-0780 


l.luM 








B-0781 


48.0UM 








B-0782 


22.0UM 








B-0783 


8.0uM 








B-0784 


7.0uM 








B-0785 


23.0UM 








B-0786 


24.0uM 








B-0787 


1.5uM 








B-0788 


1.2uM 








B-0789 


33.0UM 








B-0790 


1.0uM 


4.0%@1.0uM 






B-0791 


0.3uM 


>1.0uM 






B-0792 


l.luM 








B-0793 


0.3uM 








B-0794 


2.9uM 


2.0%@1.0uM 
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Exampie# 


P38 alpha kinase 

IC50,uM or % 
inhib@conc. (uM) 


U937 Cell IC50,uM 

or % 
InhlbOconc. (uM) 


Mouse LPS Model % 
TNF inhib 9 dose 
@predose time 


Rat LPS Model % 

Inhib ddose 
^predose time 


B-0795 


I.SuM 


11.0%@1.0uM 






B*0796 


1.4uM 








B-0797 


1.04uM 


- 






B-0798 


1.73uM 


- 






B-0799 


- 


>1.0uM 






B-0800 


I.OIuM 


>1.0uM 






B-0801 


0.67uM 


>1.0uM 






B-0802 




>1.0uM 






B-0803 


0.057uM 


53.0%@1.0uM 






B-0804 


O.SuM 


32.0%@1.0uM 






B-0805 


0.71 uM 


>1.0uM 






B-0806 


3.28uM 


>1.0uM 






B-0807 


lO.BuM 


- 






B'0808 


3.09UM 


>1.0uM 






B-0809 


1.22uM 


7.0%@1.0uM 






B-0810 


1.11UM 


>1.0uM 






8-0811 


2.79uM 


2.0%@1.0uM 






B-0812 


2.1 2uM 


>1.0uM 






B-0813 


3.02uM 


>1.0uM 






B-0814 


• 


>1 .OuM 






B-0815 


2.1 luM 


>1.0uM 






B-0816 


3.46uM 


>1.0uM 






B-0817 


3.07UM 


33.0%@1.0uM 






B-0818 


4.97uM 


>1.0uM 






B-0819 


1.08uM 


>1.0uM 






B-0820 


1.64uM 


3.0%@1.0uM 






B-0821 


1.44uM 


- 






B-0822 


1.33uM 


- 






B-0823 


2.39uM 


>1,0uM 






B-0824 


3.41 uM 








B-0825 




• 






B-0826 


1.74UM 








B-0827 


IS.SuM 








B-0828 


7.9uM 


- 






B-0829 


0.61 uM 


65.0% @1. OuM 






B-0830 


0.54uM 


34.0%@1.0uM 






6-0831 


0.9uM 


>1.0uM 






B-0832 


1.49uM 


• 






B-0833 


0.95uM 


23.0%@1.0uM 






B-0834 


1.25uM 








B-0835 


- 


- 






B-0836 


1.24uM 








B-0837 


1.96uM 


>1.0uM 






B-0838 


3.1uM 








B-0839 


4.3uM 








B-0840 


0.63uM 


47.0% @1. OuM 






B-0841 


0.32UM 


36.0%@1.0uM 






B-0842 


0.74UM 


63.0%@1.0uM 






B-0843 


0.61 uM 


>1.0uM 
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Example# 


P38 alpha kinase 

ICSO.uM or % 
inhtbdconc. (uM) 


U937 Cell lC50,uM 

or % 
inhibi^conc. (uM) 


Mouse LPS Model % 
TNF inhib © dose 
^predose time 


Rat LPS Model % 

inhib @dose 
^predose time 


B-0844 


0.4uM 


25.0%@1.0uM 






6-0845 


1.78uM 


- 






B-0846 


1.8uM 








B-0847 


0.73uM 


21.0%@1.0uM 






B-0848 


1.56uM 








B-0849 


1.25UM 


- 






B-0850 


1.81uM 


• 






B-0851 


0.91 uM 


39.0%@1.0ulV! 






B-0852 


1.02uM 


- 






8-0853 


- 


38.0%@1.0uM 






B-0854 


- 


25.0%@1.0uM 






B-0855 


- 


8.0%@1.0uM 






B-0856 


- 


38.0%@1.0uM 






B-0857 


6.25uM 


• 






B-0858 


2.1uM 


48.0%@1.0uM 






B-0859 


39.5uM 








B-0860 


38.1UM 


• 






B-0861 


1.32UM 


12.0%@1.0uM 






B-0862 


2.15uM 


4.0%@1.0uM 






6*0863 


O.eiuM 


25.0%@1.0uM 






B-0864 


0.39uM 


40.%@1.0uM 






B-0865 


0.66uM 


46.0%@1.0uM 






B-0866 


1.38UM 


28.0%@1.0uM 






6-0867 


0.62uM 


>1 .OuM 






8-0868 


3.28UM 


8.0%@1.0uM 






B-0869 


4.19UM 


>1.0uM 






B-0870 


3.13uM 


>1.0uM 






B-0871 


1.9uM 


>1.0uM 






B-0872 


3.13uM 


3.0%@1.0uM 






B-0873 


6.92uM 


>1.0uM 






B-0874 


1.92uM 


>1.0uM 






B-0875 


2.13uM 


8%@1.0uM 






8-0876 


0.89uM 


>1.0uM 






B-0877 


1.17uM 


13.0%@1.0uM 






B-0878 


o.esuM 


19,0%@1.0uM 






B-0879 


0.87UM 


1.0%@1.0uM 






B-0880 


O.ISuM 


40.0%@1.0uM 






B-0881 


1.36uM 


>1.0uM 






B-0882 


1.48uM 


9%@1.0uM 






B-0883 


1.06uM 


>1 .OuM 






B-0884 


1.89uM 


- 






6-0885 










6-0886 










6-0887 










B-0888 










B-0889 










B-0890 










6-0891 










6-0892 
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P38 alpha kinase 


U937 Cell IC50,uM 


Mouse LPS Model % 


Rat LPS Model % 




ICSO.uM or % 


or % 


TNF inhib @ dose 


inhib ^dose 




inhib@conc. (uM) 


lnhib@conc. (uM) 


^predose time 


@predose time 


Example# 










8-0893 










B-0894 










B-0895 










B-0896 










B'0897 










B-0898 










B-0899 










B-0900 










8-0901 










B-0902 










B-0903 










B-0904 










B-0905 










B-0906 










B-0907 










B-0908 










B-0909 










B-0910 










B-0911 










B-0912 










B-0913 










B-0914 










B-0915 










B-0916 










B-0917 










B-0918 










B-0919 










B-0920 










B-0921 










B-0922 










B-0923 










B-0924 










B-0925 










B-0926 










B-a927 










B-0928 










B-0929 










B-0930 










B-D931 










B-0932 










B-0933 


47.0%@1.0uM 


37.0%@1.0uM 






B>0934 


67.0%<&1.0uM 


36.0%@1.0uM 






B-0935 


69.0%@1.0uM 


54.0%@1.0uM 






B-0936 


69.0%@1.0uM 


>1.0uM 






B-0937 


64.0%@1.0uM 


1.74uM 






B-0938 


51.0%@1.0uM 


29.0%@1,OuM 






B-0939 


78.0%@1.0uM 


14.0%@1,0uM 






B-0940 


56.0%@1.0uM 


22.0%@1.0uM 






B-0941 


81.0%@1.0uM 


25.0%@1.0uM 
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Example* 


P38 alpha kinase 

lC50,uM or % 
inhib@conc. (uM) 


U937 Cell IC50,uM 

or % 
inhib@conc. (uM) 


Mouse LPS Model % 
TNF inhib @ dose 
^predose time 


Rat LPS Model % 

inhib @dose 
^predose time 


B-0942 


82.0%@1.0uM 


2.0%@1.0uM 






B-0943 


63.0% ©lO.OuM 


24.0%@1.0uM 






B-0944 


45.0%@1.0uM 


27.0%@1.0uM 






B-0945 


96.0%@1.0uM 


0.93uM 






B-0946 


76.0%@1.0uM 


31,0%@1.0uM 






B-0947 


69.0%@1.0uM 


34.0%@1,0uM 






B-0948 


68.0%@1.0uM 


1.81uM 






B-0949 


90.0%@1.0uM 


17.0%®1.0uM 






B-0950 


81.0%@1.0uM 


0.58UM 






B-0951 


82.0%@1.0uM 


20.0%@1.0uM 






B-0952 


44.0%@1.0uM 


21.0%@1.0uM 






B-0953 


63.0%<d1.0uM 


25.0%@1.0uM 






B-0954 


62.0%@1.0uM 


0.52uM 






B-0955 


49.0%®1-0uM 


0.54uM 






B-0g56 


56.0%@1.0uM 


1,33uM 






B-0957 


79.0%@1.0uM 


22.0%@1.0uM 






B-0958 


74.0%@1.0uM 


0.38UM 






B-0959 


83.0%@1.0uM 


39.0%@1.0uM 






B-0960 


48.0%@1.0uM 


4.a%@1.0uM 






B-0961 


79.0%@1.0uM 


23.0%@1.0uM 






B-0962 


85.0%@1.0uM 


2.71uM 






B-0963 


76.0%@1.0uM 


39.0%@1.0uM 






B-0964 


94.0%@1.0uM 


S.OuM 






B-0965 


74.0%@1.0uM 


1.1 uM 






B-0966 


50.0%@1.0uM 


5.0%@1.0uM 






B-0967 


80.0%@1.0uM 


29.0%@1.0uM 






6-0968 


35.0%@1-OuM 


26.0%@1.0uM 






B-0969 


63.0%@1.0uM 


35.0%@1.0uM 






B«0970 


76.0%@10.0uM 


0.88UM 






B-0971 


61.0%@1.0uM 


39.0%®1.0uM 






B-0972 


85.0%@1.0uM 


2.0%@1.0uM 






B-0973 


66.0%@10.0uM 


48.0%@1.auM 






B-0974 


57.0%@1.0uM 


47,0%@1.0uM 






B-0975 


82.0%@1.0uM 


32.0%@1.0uM 






B-0976 


79.0%@1.0uM 


36.0%@1.0uM 






B-0977 


60.0%@1.0uM 


26.0%@1.0uM 






B-0978 


59.0%@1.0uM 


36.0%@1.0uM 






B-0979 


56.0%@10.0uM 


23.0%@1.0uM 






B-0980 


68.0%@1.0uM 


31.0%@1.0uM 






B-0981 


62.0%@1.0uM 


57.0%@1.0uM 






B-0982 


65.0%@1.0uM 


23.0%@1.0uM 






B-0983 


75.0%@1.0uM 


0.8uM 






B-0984 


60.0%@1.0uM 


51.0%@1.0uM 






B-0985 


86.0%@1.0uM 


0.75uM 






B-0986 


70.0%@1.0uM 


71.0%@1.0uM 






B-0987 


78.0%@1.0uM 


79.0%@1.0uM 






B-0988 


72.0%@1.0uM 


65.0%@1.0uM 






B-0989 


85.0%@1.0uM 


0.85uM 






B-0990 




26.0%@1.0uM 







wo 00/31063 
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P38 alpha kinase 


U937 Cell ICSO.uM 


Mouse LPS Model % 


Rat LPS Model % 




ICSO.uM or % 


or % 


TNF inhib @ dose 


inhib @dose 




inhib@conc. (uM) 


inhib@conc. (uM) 


^predose time 


Qpredose time 


Example# 










B.0991 


58.0%@1.0uM 


33.0%@1.0uM 




- 


B-0992 


77.0%@1.0uM 


45.0%@1.0uM 






B-0993 


57.0%@1.0uM 


73.0%@1.0uM 






8-0994 


55.0%@1.0uM 


43.0%@1.0uM 






B-0995 


53.0%@1.0uM 


14.0%@1.0uM 






B-0996 


54.0%@1.0uM 


27.0%@1.0uM 






B-0997 


69.0%@1.0uM 


22.0%@1.0uM 






B-0998 


67.0%@1.0uM 


25.0%@1,0uM 






B-0999 


61.0%@1.0uM 


24.0%@1.0uM 






B-1000 


55.0%@1,0uM 


42.0%@1.0uM 






B-1001 


63,0%@1.0uM 


31.0%@1.0uM 






B-1002 


70.0%@1.0uM 


41.G%@1.0uM 






8-1003 


74.0%@1.0uM 


29.0%@1.0uM 






B-1004 


79.0%@1.0uM 


45.0%@1.0uM 






B-1005 


58.0%@1.0uM 


23.0%@1.0uM 






B-1006 


69.0%@1.0uM 


38.0%@1.0uM 






B-1007 


52.0%@1.0uM 


34.0%@1.0uM 






B-1008 


54.0%@1.0uM 


23.0%@1.0uM 






B-1009 


80.0%@1.0uM 


55.0%@1.0uM 






B.1010 


75.0%@1.0uM 


I.OuM 






B-IOH 


72.0%21.0uM 


17.0%@1,OuM 






B-1012 


- 


2D.O%@1.0uM 






B-1013 


85,0%@1.0uM 


7.0%@1.0uM 






B-1014 


88.0%@1.0uM 


20.0%@1.0uM 






B-1015 


77.0%@1.0uM 


34.0%@1.0uM 






B-1016 


58.0%@1.0uM 


10.0%@1.0uM 






B-1017 


96.0%@1.0uM 


58.0%@1.0uM 






B.1018 


88.0%@1.0uM 


34.0%@1.0uM 






B-1019 


82.0%@1.0uM 


66.0%@1.0uM 






B-1020 


87.0%@1.0uM 


36.0%@1.0uM 






B-1021 


82.0%@1.0uM 


35.0%@1.0uM 






B-1022 


84.0%@1.0uM 


53.0%@1.0uM 






B-1023 


93.0%@1.0uM 


70.0%@1.0uM 






B-1024 


89.0%@1.0uM 


57.0%@1.0uM 






B-1025 


61.0%@1.0uM 


23.0%@1.0uM 






B-1026 


87.0%@1.0uM 


53.0%@1.0uM 






8-1027 


58.0%@1.0uM 


18.0%@1,0uM 






B-1028 


70.0%@1.0uM 


17.0%@1.0uM 






8-1029 


69.0%@1.0uM 


54.0%@1.0uM 






8-1030 


76.0%@1.0uM 


60.0%@1.0uM 






B-1031 


69,0%@1.0uM 


42.0%@1.0uM 






8-1032 


76.0%@1.0uM 


37.0%@1,0uM 






8-1033 


86.0%@1.0uM 


34.0%@1.0uM 






8-1 034 


66.0%@1.0uM 


39.0%@1.0uM 






B-1035 


75.0%@1.0uM 


52.0%@1.0uM 






B-1036 


68.0%@1.0uM 


68.0%@1.0uM 






8-1037 




41.0%@1.0uM 






8-1038 


57.0%@1.0uM 


0.57uM 






8-1039 




1.33UM 
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Example^ 


P38 alpha kinase 

IC50,uM or % 
lnhib@conc. (uM) 


1 U937 Cell IC50,uM 
( or % 
inhib<§conc. (uM] 


Mouse LPS Model % 
TNF Inhib @ docc 
©Dredose time 


'1 innio ^uose 
1 ^preuose iinie 


B-1040 


72.0%@1.0uM 


0.38uM 






B-1 041 


70.0%@1.0uM 


73.0%@1.0uM 






B-1042 


79.0%@1.0uM 


12.0%@1.0uM 






B-1 043 


64.0%@1.0uM 


53.0%@1.0uM 






B-1 044 


94.0%@1.0uM 


0.93uM 






B-1 045 


78.0%@1.0uM 


25.0%@1.0uM 






B-1 046 


72.0%@1.0uM 


66.0%@1.0uM 






B-1 047 


72.0%@1.0uM 


58.0%@1.0uM 






B-1 048 


67.0%@1,0uM 


1 19.0%@1.0uM 






B-1 049 


67.0%@1.0uM 


65.0%@1.0uM 






B-IOSO 


- 


0.54UM 






B-1 051 


68.0%@1.0uM 


41%@1.0uM 






B-1 052 


69,0%@1.0uM 


66%@1,0uM 






B-1 053 


78.0%@1.0uM 


0.4uM 






B-1 054 


79.0%@1.0uM 


55.0%@1.0uM 






B-1 055 


89.0%@1.0uM 


63.0%@1.0uM 






B-1 056 


89.0%@1.0uM 


0.76uM 






8-1057 


85.0%@1.0uM 


0.72uM 






B-1 058 


0.66UIVI 


43.0%@1.0uM 






B-1 059 


0.18uM 


1 24.0%@1.0uM 






B-1 060 


O.lluM 


32.0%@1.0uM 






B-1 061 


0.03UM 


19.0%@1.0uM 






B-1 062 


<0.1uM 


26.0%@1.0uM 






8-1063 


0.16uM 1 


44.0%@1.0uM 






B-1 064 


0.39uM 


50.0%@1.0uM 






B-1 065 


0.56UM 


40.0%@1.0uM 






B-1 066 


<0.1uM 


39.0%@1.0uM 






B-1 067 


1-6uM 


32.0%@1.0uM 






B-1 068 


0.48uM 


24.0%@1.0uM 






B-1 069 


U.22UM 1 


27.0%@1.0uM 






B-1 070 


<0.1uM 


44.0%@1.0uM 






6-1071 


<0.1uM 


48.0%@1.0uM 






6-1072 


0.38uM 


28.0%@1.0uM 






B-1 073 


<0.1uM 


21.0%@1.0uM 






B-1 074 
B-1 075 
B-1 076 
B-1077 


0.23UM 
0.03uM 
0.08UM 
<0.1uM 


33.0%@1.0uM 
29.0%@1.0uM 
31.G%@1.0uM 






B-1 078 
8-1079 
8-1080 


0.26uM 
<0.1uM 
0.19uM 


38.0%@1.0uM 
48.0%@1.0uM 
40.0%@1.0uM 
28.0%@1.0uM 






O- 1 UO 1 

B-1082 

B-1 083 
B-1084 
B-10B5 
6-1086 
B-1 087 
8-1088 


<0.1uM 
<0.1uM 
<0.1uM 
0.43UM 
<0.1uM 
<0.1uM 
O.OSuM 
0.73uM 1 


37,0%@1.0uM 
54.0%@1.0uM 
23.0%@1.0uM 
29.0%@1.0uM 
29.0%@1.0uM 
42.0%@1.0uM 
32.0%@1.0uM 
49.0%@1.0uM 1 
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P38 alpha kinase 


U937 Ceil ICSO.uM 


Mouse LPS Model % 


Rat LPS Model % 




IC50,uM or % 


or % 


TNF Inhib @ dose 


inhib @dose 




inhfb@conc. (uM) 


inhib@conc. (uM) 


@predose time 


©predose time 


Example# 










B-1089 


<0.1uM 


39.0%@1.puM 






B-1090 


<0.1uM 


90.0%@1.0uM 






B-1091 


<0.1uM 


73.0%@1.0uM 






B-1092 


0.27uM 


85.Q%@1.0uM 






B-1093 


0.33uM 


36.0%@1.0uM 






B-1094 


0.013uM 


69.0%@1.0uM 






B-1095 


<0.1uM 


70.0%@1.0uM 






B-1096 


<0.1uM 


32.0%@1.0uM 






B-1097 


<0.1uM 


44.0%@1.07uM 






B-1098 


<0.1uM 


82.0%@1.0uM 






B-1099 


0.26uM 


74.0%@1.0uM 






B-1100 


0.22UM 


56.0%@1.0uM 






6-1101 


0.026UM 


82.0%@1,0uM 






B-1102 


0.035UM 


83.0%@1.0uM 






B-1103 


0.094UM 


90.0%@1.0uM 






B-1104 


0.1 2uM 


69.0%<^1.0uM 






B-1105 


<0.1uM 


84.0%@1.0uM 






B-1106 


<0.1uM 


86.0%@1.0uM 






B-1107 


0.057UM 


84.0%@1.0uM 






B-1108 


0.22uM 


81.0%@1.0uM 






B-1109 


0.054UM 


80.0%@1.0uM 






B-1110 


0.47uM 


64,0%@1.0uM 






B-1111 


0.1 9uM 


64.0%@1.0uM 






B-1112 


0.58uM 


43.0%@1.0uM 






B-1113 


<0.1uM 


72.0%@1.0uM 






B-1114 


0.069UM 


51.0%@1.0uM 






B-1115 


0.024UM 


89.0%@1.0uM 






B-1116 


0.41uM 


81.0%@1.0uM 






B-1117 


0.13UM 


73.0%®1.0uM 






B-1118 


0.33uM 


91.0%@1.0uM 






B-1119 


0.35UM 


80.0%@1.0uM 






B-1120 


0.47uM 


9.0%@1.0uM 






8-1121 


3.58uM 


29.0%@1.0uM 






B-1122 


1.84UM 


32.0%@1.0uM 






B-1123 


2.93uM 


27.0%@1.0uM 






B-1124 


1.49uM 


52.0%@1.0uM 






B-1125 


0.56UM 


41.0%@1.0uM 






B-1125 


I.SuM 


>1.0ul^ 






B-1127 


0.71 uM 


7.0%@1.0uM 






B-1128 


2.55uM 


26.0%@1.0uM 






6-1129 


1.07UM 


46.0%@1.0uM 






B-1130 


0.5uM 


29.0%@1.0uM 






B-1131 


0.076UM 


34.0%@1.0uM 






B-1132 


0.72uM 


11.0%@1.0uM 






B-1133 


0.38UM 


33.0%@1.0uM 






B-1134 


1.71uM 


33.0%@1.0uM 






B-1135 


0.23uM 


38.0%@1.0uM 






B-1136 


1.17uM 


40.0%@1.0uM 






B-1137 


0.038UM 


35.0%@1.0uM 
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P38 alpha kinase 


U937 Cell lC50,uM 


Mouse LPS Model % 


Rat LPS Model % 




IC50,uM or % 


or % 


TNF inhib @ dose 


Inhib @dose 




inhtb@conc. (uM) 


inhib^conc. (uM) 


@predose time 


^predose time 


D* 1 loo 


i QOiiftM 

1 .o^UiVi 


> l.UUivl 






0~t 1 


U.U41 Um 


OQ no/ i AtthX 

iC9.Uvo^ 1 .uum 






R.i i^n 
O- 1 1*IU 


1 .DoUm 


o9.0vo@ 1 .OuM 






R.i i 
D-1 1*H 


^.4/ UiVi 


OO AO/ AiiKJI 






O-l 142. 


O.l lUM 


O^ AO/ f9t 4 f\>aftA 

o7.0%@1.0UM 






©•I 1 HO 


U. l/UM 


il A AO/ /S9t 4 A » a A ■ 

40.0%<6P 1 .OuM 






R-i i 


f\ Vliftall/I 

U.44UIVI 


- 70 AO/ /A i AaaKa 

72.070^1. OuM 






R.i 


l.O/UM 


TTH AO/ /99l H Aaafta 

7 I.0%@1.0UM 






R i i 


0.47Ulvi 


C AO/ -4 A • a ft A 

D 1 •0%@1 .OUM 






R i i A7 


A AACaaKA 

u.U9oUM 


C O AO/ /S9t *t A * • ft 1 

bo.O%<S?1 .OUM 






R.i i Aft 


U.43UIVi 


£■4 AO/ <Pl i Aaaftl 

0 1 .U7b<(? 1 .OUM 






R.i i A O 


H CCaaftJI 

I.OOUM 


AO AO/ ^4 Aaaftft 
48.0%^ 1 aOUM 






D-1 1 50 


U.47IJM 


no/ /S9k4 n a. ft ft 

7o.0%@i.0uM 






B-llOl 


0.32UM 


*7A no/ /3t 4 n* aft ft 

72.0%@1.0uM 






B-1 1 52 


0.73 uM 


cn no/ /9i 4 n..ftft 

53.0%@1.0uM 






B-1153 


2.22uM 


1!^% no/ n..ftft 

52.0%@1.0uM 






B-1154 


0.085UM 


A c no/ /S3t 4 n> a ft ft 

46.0%@1.0uM 






O 4 4 EC 

B-1 io5 


3.22uM 


on no/ /53i 4 n. aft ft 

30.0%@1.0uM 






D-1 1 OD 


0.27uM 


TO no/ /9l 4 naaftft 

7o.0%@ 1 .OuM 






D-1 1 57 


0.26liIv1 


f f no/ /A 4 naa>a 

66.0%@1.0uM 






B -4 i CO 


TVIO/ /At Aa (ftA 

74%0 i-OUM 


n f Oaaftft 

0.6oUM 


53%@30mpK@-6h 




D-1 1 oy 




^ AOaaftft 

I.03UM 


60%@30mpk@-6n 




D-1 1 OO 


79.U%@ I.OUM 


n o o > a ftft 

0.38UM 






D- 1 lOl 


64.0%21.0uM 


n no ■ a ft ft 

0.93uM 


40%@30mpk@-6h 


45%@3mpk@-4h 


D-1 1 62 


79.0%@1.0uM 


0.59uM 


40%@30mpk@-6h 




D-1 io3 


9 ii Aa/ <A 4 > ft 

74.0%@1.0uM 


0.37uM 






B-1164 




0.35uM 






B-1 1 65 


66.0%@1.0uM 


0.99uM 






D-n bo 


77.0%@ i.OuM 


n on* aft ft 

0.39uM 


50%@30mpK@-6n 


50%@3mpk@-4h 


D-1 1 67 


70.0%@1 .OuM 


1.06uM 






B-1 168 


66.0%@1.0uM 


0.63uM 






©•I io9 


on f\o/ ^ n>.BB 

80.0% @1. OuM 


0.1 1uM 






B-1 1 70 


OO nA/ /S3^ 4 n.»ka 

82.0%@1.0uM 


0.57uM 






B-li/i 


78.0%@1.0uM 


0.23uM 






B-1 1 72 


68.0%@1.0uM 


1.95uM 






B-1 1 73 


65.0%@1.0uM 


62%@1.0uM 






B-1 174 


80.0%@1.0uM 


0.86uM 






B-1 1 75 


72.0%@1.0uM 


1.83uM 






B-1176 


67.0%@1.0uM 


67.0%@1.0uM 






B-1 1 77 


70.0%@1.0uM 


1.16uM 






B-1 178 


92.0%@1.0uM 


1.61uM 






B-1 17Q 


OO.U /o^ I.l/UIVi 


U.41 Um 






B-1 180 


78.0%@1,0uM 


0.53uM 






B-1 181 


79.0%@1,0uM 


66%@1.0uM 






B-1 182 


72.0%@1.0uM 


0.65uM 






B-1 183 


77.0%@1.0uM 


0.2uM 






B-1 184 


69.0%@1.0uM 


0a63uM 






B-1 185 


71.0%@1.0uM 


0a79uM 






B-1 186 


83.0%@1.0uM 


60%@1.0uM 
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P3B alpha kinase 


U937 Cell ICSO.uM 


Mouse LPS Model % 


Rat LPS Model % 




iC50,uM or % 


or % 


TNF Inhib ® dose 


inhfb @dose 


Example# 


inhib^conc. (uM) 


lnhib@conc. (uM) 


@predose time 


©predose time 


8-1187 


76.0%@1.0uM 


1.89UM 






B-1188 




36.0%@1.0uM 






B-1189 


68.0%@1.0uM 


0.83UM 






B-1190 


78.0%@1.0uM 


62.0%@1.0uM 






B-1191 


74.0%@1,0uM 


57.0%@1.0uM 






B-1192 


84.0%@1.0uM 


0.47uM 






B-1193 


69.0%@1.0uM 


65.0%@1.0uM 






B-1194 


87.0%@1.0uM 


0.58UM 






B-1195 


52.0%@1.0uM 


60.0%@1.0uM 






B-1196 


74.0%@1.0uM 


68.0%@1.0uM 






B-1197 


77.0%@1.0uM 


45.0%@1.0uM 






B-1198 


92.0%@1.0uM 


0.46uM 






B-1199 


87.0%@1.0uM 


49.0%@1.0uM 






B-1200 


95.0%@1.0uM 


0.64UM 






B-1201 


84.0%@1.0uM 


0.51 uM 






B-1202 


71.0%@1.0uM 


58.0%@1.0uM 






B-1203 


84.0%@1.0uM 


58.0%@1,0uM 






B-1204 


68.0%@1.0uM 


59.0%@1,0uM 






B-1205 


74.0%@1.0uM 


46.0%@1.0uM 






B-1 206 


81.0%@1.0uM 


0.34uM 






B-1207 


90.0%@1.0uM 


58.0%@1.0uM 






B-1208 


82.0%@1.0uM 


51.0%@1.0uM 






B.1209 


86.0%@1.0uM 


55.0%@1.0uM 






B-1210 


82.0%@1.0uM 


57.0%@1.0uM 






B-1211 


88.0%@1.0uM 


59.0%@1.0uM 






B-1212 


90.0%@1.0uM 


57.0%@1.0uM 






B-1213 


84.0%@1.0uM 


0.62UM 






B-1214 


76.0%@1.0uM 


58.0%@1.0uM 






B.1215 


86.0%@1.0uM 


0.23uM 






B-1216 


88.0%@1.0uM 


0.1 8uM 






B-1217 


87.0%@1.0uM 


0.46UM 






B-1218 


S8.0%@1.0uM 


76.0%@1.0uM 






B-1219 


85.0%@1.0uM 


37.0%@1.0uM 






B-1220 


81.0%@1.0uM 


53,0%@1.0uM 






B-1221 


82.0%@1.0uM 


44.0%@1.0uM 






B-1222 


65.0%@1.0uM 


9.0%@1,0uM 






B-1223 


80.0%@1.0uM 


61.0%@1.0uM 






B-1224 


82.0%@1.0uM 


74.0%@1.0uM 






B-1225 


89.0%@1.0uM 


73.0%@1.0uM 






B-1226 


89.0%@1.0uM 


0.1 BuM 






B-1227 


83.0%@1.0uM 


0.22uM 






B-1 228 


90.0%@1.0uM 


0.72uM 






B-1229 


87.0%@1.0uM 


0.65UM 






B-1 230 


90.0%@1.0uM 


0.25uM 






B-1 231 


94.0%@1,0uM 


0.56uM 






B-1 232 


81.0%@1.0uM 


54.0%@1.0uM 






B-1 233 


85.0%@1.0uM 


0.36uM 






B-1 234 


89.0%@1.0uM 


0.49uM 






B-1 235 


0.04UM 


76.0%@1.0uM 
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Example# 


foo aipna Kinase 

ii^DUjUM or /o 
II iniotsrconCa (UMj 


U937 Cell !C50,uM 

or % 
inniDiffConc. (uM) 


Mouse LPS Model % 
TNF inhib Q dose 
Opredose time 


Rat LPS Model % 

inhib @dose 
(dpredose time 


B-1236 


O.luM 


90.U /o^ 1 •UUIVI 






B-1237 




QQ noA/S>i ntiM 
/ov& 1 .UUlVl 






B-1238 


0.14uM 


lO.U /o^ 1 .UUlVI 






B-1239 


<rO luM 


OO.U /o^ 1 .UUlVi 






B-1240 


^0 luM 


d9.U /o^l .UUiVl 






B-1241 




Ol .U /e^ 1 •UUlvl 






B-1242 


w.V^OU IVI 


n<i noy riiaKJi 






B-1 243 


0 (MuM 

V.\/**tJ iVi 


*♦/ .u /s><af I .uuivi 






B-1244 




AA rifiM 
**H«U /o^ 1 .UUlVi 






B-1 245 




r>0/ ff9)-1 Hiift/I 






B-1 246 


0.27uM 


An (\9/^(S)'i ntttiM 

H\J,\J /o\S^ 1 •UUM 






B'-1247 




OO.U /o'& 1 .uurvi 






B-1 248 


^0 luM 


Do.U /eW 1 .UUiVI 






B-1 249 


0.24uM 


OU»\J /e<6r 1 .UUlVl 






B-1 250 


n idiiM 

i fUlVI 


lo.U /o^ 1 .UUm 






B-1251 


W.H 1 VI IVI 


'^A OP/ /^i rkitRJI 
OO.U /pv^ 1 .UUM 






B-1 252 


0 17uM 


*fO*U /o^Sr 1 .UUM 






B-1 253 




trr no/ fih'i HiiKJi 
O/.UvovS? 1 .UUM 






B-1 254 


O IliitlUI 


AA no/ i rttiKA 
OO.U /oVff 1 .UUM 






B-1 255 


tOQifM 
1 £*9UIVI 


7c: AO/ riiiK/i 
f O.U /o^ 1 .UUM 






B-1 256 


VI* i ^UIVI 


4 1 .U /o^ 1 «UUM 






B-1 257 


1 4AnM 

1 (tOUIVI 


*tU.U /o«Sr 1 .UUM 






B-1 258 


VmUl VI IVI 


no/ n<tKji 
OO.U /o^ 1 .UUM 






B-1 259 


>»U« 1 UIVI 


U.*tOUIV| 






B-1 260 


0 1 1 iiM 

V/i i 1 U IVI 


^A no/ /flkl AfiK/i 
Ho,U /o^a? 1 .UUM 






B-1 261 


0 74uM 

w. f ■tVIIVI 


AA no/ iS) -f ni 1 h>i 

HH.KJ /o'Sf 1 .UUM 






B-1 262 


iiiM 

^U. 1 UIVI 


OO.U /o vff 1 .UU M 






B-1 263 


1 .uOIJlVi 


D / .Uto v6? 1 .UUM 






B-1 264 


w*04^UiVl 


A7 no/ -1 rkiiK/l 
Hi .U /o^S'l.UUM 






B-1 265 


U.HOUIVI 


51 .UvovSP 1 .UUM 






B-1 266 


<XJm 1 UIVI 


CA no/ riiiftA 
OO.U yo<S? 1 .UU M 






B-1 267 


^Vl* 1 UIVI 


7*3 no/ /a 1 At 1 Kit 

/O.Uvo^ 1 .UUM 






B-1 268 


iiiM 

<.\J, 1 UiVI 


*7Q no/ /Ak ■! n.aK* 
/y.Uvovg?! .UUM 






B-1 269 


U.MOUlVI 


a>f no/ ^ niaiij 
o4.U7b(?l.UUM 






B-1 270 


n ii7iiM 

w.H# UIVI 


AO no/ /R^ 4 Aiaftil 

OO.U^vS? 1 .UUM 






B-1271 


n 1'^iiM 

VJ. 1 oUiVI 








B-1 272 


n ni ill iM 


oo.U^v? 1 .OUM 






B-1 273 


^U* 1 UIVI 


lA no/ nitKJI 

oO.U /o^i .UUM 








<LI«1 UIVI 


no/ 4 n>.B4 
4 l.0%@1 .OUM 






B-1 275 


^U. 1 UIVI 


en AO/ niiK/i 
oU.U /o ^SP 1 .UU M 






B-1 276 


U.UOi^Ulvi 


no/ -4 n.>ft< 
1 1 .U%@1 .OUM 






B-1 277 


<0.1uM 


47.0%@1.0uM 






B-1 278 


0.12uM 


85.0%@1.0uM 






B-1 279 


<0.1uM 


79.0%@1.0uM 






B-1 280 


0.039UM 


83.0%@1.0uM 






B-1 281 


<0.1uM 


85.0%@1aOuM 






B-1 282 


<0.1uM 


75.0%@1.0uM 






B-1 283 


<0.1uM 


64.0%@1.0uM 






B-1 284 1 <0.1uM 


75.0%@1.0uM 
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P38 alpha kinase 


U937 Cell tC50,uM 


Mouse LPS Model % 


Rat LPS Model % 




ICSO^uM or % 


or % 


TNF inhib ® dose 


inhib Odose 


Example# 


inhib^conc. (uM) 


inhib^conc. (uM) 


dpredose time 


^predose time 


B-1285 


0.057uM 


80.0%@1.0uM 






B-1286 


0.15uM 


78.0%21 .OuM 






B-1287 


0.25uM 


55.0%@1.0uM 






8-1288 


O.ISuM 


74.0%@1.0uM 






B-1289 


O.rSuM 


35.0%@1.0uM 






B-1290 


0.26UM 


75.0%@1.0uM 






B-1291 


0.097UM 


55.0%@1.0uM 






B-1292 


O.OIuM 


74.0% @1. OuM 






B-1293 


0.31 uM 


48.0%@1.0uM 






3*1294 


0.013UM 


54.0%(§'1.0uM 






B-1295 


0.079UM 


74.0%@1.0uM 






B-1296 


0.038UM 


48.0%@1.0uM 






B-1297 


0.02uM 


>1.0uM 






B-1298 


0.055UM 


20.0%@1.0uM 






B-1299 


0.091 uM 


>1.0uM 






B-1300 


0.071 uM 


18.0%@1.0uM 






B-1301 


0.1 2uM 


15.0%@1.0uM 






B-1302 


0.023UM 


11.0%@1.0uM 






B-1303 


O.OSuM 


>1.0uM 






B-1304 


O.lluM 


10.0%@1.0uM 






B-1305 


0.64uM 


9.0%@t.0uM 






B-1306 


O.lluM 


>1.0uM 






B-1307 


0.009UM 


16.0%@1.0uM 






B-1308 


<0.1uM 


>1.0uM 






B.1309 


0.045UM 


>1.0uM 






B-1310 


0.12uM 


11.0%@1.0uM 






B-1311 


O.OSuM 


57.0% @1. OuM 






B-1312 


0.35UM 


>1.0uM 






B-1313 


0.035UM 


37.0%@1.0uM 






B.1314 


0.045UM 


24.0%@1.0uM 






6-1315 


0.055UM 


12.0%@1.0uM 






B-1316 


0.026UM 


36.0%@1.0uM 






B-1317 


0.01 9uM 


9.0%@1.0uM 






B-1318 


<0.1uM 


1.0%@1.0uM 






B-1319 


0.24uM 


>1.0uM 






B-1320 


0.047UM 


43.0%@1.0uM 






B-1321 


0.47uM 


66.0%@1.0uM 






B-1322 


0.12uM 


87,0%@1.0uM 






B-1323 


0.01 3uM 


85.0%@1.0uM 






B-1324 


O.ISuM 


83.0%@1.0uM 






B.1325 


0.27uM 


95.0% @1. OuM 






D- 1 326 


0.092uM 


84.0%@1.0uM 






B-1327 


0.13uM 


65.0%@1.0uM 






B-1328 


0.032UM 


86.0%@1.0uM 






B-1329 


0.66uM 


54.0%@1.0uM 






B-1330 


0.053UM 


85.0%@1.0uM 






B-1331 


0.004UM 


85.0%@1.0uM 






B-1332 


0.007UM 


81.0%@1,0uM 






B-1333 


0.45uM 


76.0%@1.0uM 
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r«3o aipnB Kinase 


IIQ37 O^W iiM 


Mouse LPS Model % 


Rat LPS Model % 




iv.»ou,uivi or /o 


or % 


TNF inhib @ dose 


inhib @dose 




inniD^conc. ^uivi^ 


1 1 II IIU >sa> ^Ullw* IVI ^ 


Ooredofie time 


^predose time 












B-1334 


0 13uM 


73-0%@1.0uM 






B-1335 




63.0%@1.0uM 






O.I 336 




83.0%@1.0uM 






B-1337 


0.4uM 


90.0%@1.0uM 






B-1338 




73.0%@1.0uM 






B-1 339 


\J» t iCU Ivl 


67 0%@1.0uM 






B-1 340 


0 043uM 


63.0%@1.0uM 






B-1 341 


\J»*T^U IVI 


52.0%@1.0uM 






B-1 342 


W • ^ ^ w IVI 


59.0%@1.0uM 






B-1 343 




83.0%@1.0uM 






B-1 344 


w*V I^UITI 


86.0%@1.0uM 






B-1 345 


0.27 uM 


73.0%@1.0uM 






B-1 346 




86.0%@1.0uM 






B-1 347 


n 0^1 uM 


B4.0%@1.0uM 






R-l 3dft 

D 1 OHO 




69 0%@1.0uM 








Vf*VO/ MIVI 


86.0%@1 .OuM 






R-1 "^sn 


n niQuM 


78 0%@1 OuM 






D* 1 09 1 


n flRRiilUI 

WaUOOUIVI 


78 0%@1 OuM 






R-n«;9 

D* 1 


1 OUIVt 


76 0%@1 OuM 






R-1 




80 0%@1 OuM 






B-1 354 


n nnijM 

\Jm\J I OUiVt 


83-0%@1.0uM 






B-1 355 


0.07uM 


75.0%@1.0uM 










91 0%@1.0uM 






B-1 357 


O.ISuM 


84.0%@1.0uM 








n IA11M 


76 0%@1 OuM 










84 0%@1.0uM 






D- 1 Owl/ 


n 11 


O.ISuM 




54%@3mpk@-4h 


D- 1 OQ 1 


fi ni 

\jm\JO 


0.29uM 






R.1 




0 29uM 






R-1 Tfi? 

O- 1 OuO 


0.009 


0.28uM 


51.0%@30pmk @- 
6H 


53%@3mpk@-4h 


R-1 '^fid 

D- 1 OOH 


0.009 


0.27UM 


53.0%@30mpk@- 
6. OH 


17%@3mpk@-4h 


R-1 '^fis: 

D- 1 00«j 


n 17 


88 0%@1 OuM 






B-1 366 




0.27uM 






R-1 '^KT 


1 


0.22uM 






R-1 36S 




0 33uM 


44a0%@30nipk @- 




H-1 *iRQ 
D- 1 OQ«3 


*rn 1 


0.29uM 






R-1 '?7n 


-'D 1 


0.77uM 






R-1 "571 


u.uo 


fl3 0%@1 OuM 

OwaW /O^esf 1 aWUIVI 






B-1 372 


<0.1 


0.41 uM 


48.0%@30mpk @- 




B-1 373 


0.016 


0.17uM 






B-1 374 


<0.1 


0.28uM 






B-1 375 


0.01 


0.25uM 






B-1 376 


0.009 


0.26uM 


3.0%@30mpk @-6H 




B-1 377 


0.12 


S.OuM 






B-1 378 


0.02 


1.04uM 






B-1 379 


<0.1 


0.Q92UM 






B-1 380 


<0.1 


0a26uM 
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P38 alpha kinase 


U937 Cell 1C50,UM 


Mouse LPS Model % 


Rat LPS Model % 




fC50,uM or % 


or % 


TNF inhib @ dose 


inhib @dose 




inhib^conc. (uM) 


inhib@conc. (uM) 


@predose time 


^predose time 


Example# 










B-1381 


0.055 


0.73uM 






B-1382 


<0.1 


0.44uM 






8-1383 


0.0012 


0.1 5uM 






B-1384 


0.57 


0.37UM 






B-1385 


<0.1 


0.11 uM 






B-1386 


<0.1 


0.25uM 






B-1387 


<0.1 


O.luM 






B-1388 


0.57 


1.38UM 






B-1389 


0.06 


0.57UM 






B-1390 


<0.1 


71.0%@1.0uM 






B-1391 


0.01 6uM 


82.0%@1.0uM 






B-1392 


O.OSQuM 


82.0%@1.0uM 






B-1393 


3.17UM 


80.0%@1.0uM 






B.1394 


0.32UM 


78.0%@1.0uM 






B-1395 


1.48 


61.0%@1.0uM 






B-1396 


1.55 


73.0%@1.0uM 






B-1397 


0.92 


85.0%@1,OuM 






B-1398 


0.67 


83.0%@1.0uM 






B-1399 


0,14 


74.0%@1.0uM 






B-1400 


0.024 


83.0%@1.0uM 






B-1401 


0.033 


75.0%®1.0uM 






B-1402 


0.12 


76,0%@1.0uM 






B-1403 


4.54 


71%@1.0uM 






B-1404 


0.6 


70%@1.0uM 






B.1405 


0.28 


70%@1.0uM 






B-1406 


1.39 


56.0%@1.0uM 






B-1407 


0.4 


71.0%@1.0uM 






B*1408 


0.27 


69.0%@1.0uM 






B-1409 


<0.1 


72.0%®1.0uM 






B-1410 


<0.1 


69%@1.0uM 






8-1411 


<0.1 


81.0%@1.0uM 






B-1412 


0.097 


80.0%@1.0uM 






B-1413 


0.016 


78.0%@1.0uM 






B-1414 


0.025 


83.0%@1.0uM 






B-1415 


1.41 


79.0%@1.0uM 






B-1416 


0.14 


81.0%@1.0uM 






8-1417 


0.069 


69.0%@1.0uM 






8-1418 


1.01 


82.0%@1.0uM 






8-1419 


0.3 


84.0%@1.0uM 






8-1420 


<0,1 


82.0%@1.0uM 






B-1421 


0.014 


75.0%@1.0uM 






B-1422 


0.58 


68.0%@1.0uM 






B-l 423 


1.58 


84.0%@1.0uM 






B-1424 


0.86 


76.0%@1.0uM 






B-1425 


0.09 


83.0%@1.0uM 






B-1426 


0.19 


80.0%@1.0uM 






B-1427 


<0.1 


84.0%@1.0uM 






B-1428 


<0.1 


86.0%@1.0uM 






8-1429 


<0.1 


87.0%@1.0uM 
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tixampie# 


P38 alpha kinase 

IC50,uM or % 
inhlbdconc. (uM;i 


U937 Cell lC50,uM 

or % 
inhib@conc. (uM) 


Mouse LPS Model % 
TNF inhib © dose 
@predose time 


Rat LPS Model % 

inhib @dose 
©predose time 


R -1 /f on 


0.75uM 


35.0% @1.0uM 






O- 1 •♦OI 


0.36uM 


58,0% @1.0uM 






£3 ^ >4«>0 

D- 1 4o2 


O.lluM 


51.0% @1.0uM 






Q ^ >f OO 

o- i4o3 


0.26uM 


21.0% @1.0uM 






DM 434 


O.IQuM 


28.0% @1.0uM 






D 4 >IOC 

D-1435 


1.8uM 


45.0% @1.0uM 






o-143d 


I.OuM 


20.0% ©I.OuM 






D-1437 


0.3uM 


23.0% @ I.OuM 






D*14oo 


2.01 uM 


27.0% @ I.OuM 






B-1 439 


1.7uM 


17.0% @1.0uM 






B-1 440 


0.87uM 


3.0% @ I.OuM 






B-1 441 


1.95uM 


66.0% @ I.OuM 






B-1 442 


1.54uM 


18.0% @ I.OuM 






B-1 443 


0.014UM 


83.0% ©I.OuM 






B-1 444 


0.3uM 


24.0% ©I.OuM 






B-1 445 


0.43uM 


27.0% ©I.OuM 






B-1 446 


0.77uM 


36.0% ©I.OuM 






B-1 447 


O.SuM 


34.0% ©I.OuM 






B-1 448 


1.43uM 


22.0% ©I.OuM 






B-1 449 


1.61uM 


50.0%©1.0uM 






B-1 450 


2.1uM 


49.0%© I.OuM 






B-1 451 


2.88uM 


50% ©I.OuM 






B-1 452 


2.41 uM 


47.0%@1.0uM 






B-1 453 


2.53uM 


49.0% ©I.OuM 






B-1 454 


1.6uM 


12.0% @ I.OuM 






B-1 455 


1.21 uM 


8.0% ©I.OuM 






B-1 456 


1.29uM 


>1.0uM 






B-1 457 


0.43uM 


43.0% ©I.OuM 






B-1458 


0.95uM 


65.0% @1.0uM 






B-1459 


0.67uM 


46.0% ©I.OuM 






B-1 460 


0.96uM 


29.0% ©I.OuM 






B-1 461 


0.4uM 


39.0% ©I.OuM 






B-1462 


0.22uM 


50.0% ©I.OuM 






B-1463 


2.34uM 


26.0% ©I.OuM 






B-1 464 


1.18UM 


27.0% ©I.OuM 






B-1 465 


3.23uM 


31.0% ©I.OuM 






B-1 466 


1.69uM 


>1.0uM 






B-1 467 


1.22uM 


1.0% ©I.OuM 






B-1468 


1.61UM 


10.0% @1.0uM 






B-1 469 


0.37uM 


14.0% ©I.OuM 






B-1 470 


U.OUiVi 


^o.U/o ^ l.UUM 






B-1 471 


0.85UM 


25.0% ©I.OuM 






B-1 472 


0.93UM 


12.0%© I.OuM 






B-1 473 


1.24uM 


14.0% ©I.OuM 






B-1 474 


1.23UM 


31.0% ©I.OuM 






B-1 475 


2.1uM 


24.0% ©I.OuM 






B-1 476 


0.047UM 


42.0% ©I.OuM 






B-1 477 


2.5uM 


34.0% ©I.OuM 






B-1 478 
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Example# 


P38 alpha kinase 

IC50,uM or% 
inhibdconc. (uM) 


U937 Cell ICSO.uM 

or % 
lnhib®conc. (uM) 


Mouse LPS Model % 
TNF Inhib @ dose 
Qpredose time 


Rat LPS Model % 

inhib Qdose 
@predose time 


B-1479 











o 
o 

llj 
I- 

Si 

m 
o 

St 

\^ 

m 
a 

o 
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Example# 


P38 &lpha kinase 

lC50,uM or % 
inhib^conc. (uM) 


U937 Cell IC50,uM 

or % 
!nhlb@conc. (uM) 


Mouse LPS Model % 

TNF Inhib ® 
dose @predose time 


Rat LPS Model % 

inhib @dose 
@predose time 


B-2310 


0.12uM 


1.2uM 


50%@30mpk®-6h 




B-2311 


7.18uM 


60%@10.0uM 






B*2312 


2.93uM 


43.0%@10.0uM 






B-2313 


42.3uM 


58.0%@10.0uM 






B-2314 


H.OuM 


66.0%@10.0uM 






B-2315 


0.49uM 


36.0%@10.0uM 






B-2316 


0.46uM 


58.0%®10.0uM 






B-2317 


I.OuM 


60.0%@10.0uM 






B-2318 


73.0%@10.0uM 


25.0%@10.0uM 






B-2319 


75.0%@10.0uM 


40.0%@10.0uM 






B-2320 


44.0%@10.0uM 


35.0%@10.0uM 






B-2321 


69.0%@10.0uM 


27.0%@10.0uM 






B-2322 


76.0%@10.0uM 


38.0%@10.0uM 






B-2323 


6g.0%@10.0uM 


46.0%@10.0uM 






B-2324 


58.0%@10.0uM 


36.0%@10.0uM 






B-2325 


60.0%@10.0uM 


51.0%@10.0uM 






B-2326 


76.0%@10.0uM 


33.0%@10.0uM 






B-2327 


76.0%@10.0uM 


23.0%@10.0uM 






B-2328 


65.0%@10.0uM 


^^^^ A M ^Bft 

28.0%@10.0uM 






B-232g 


72.0%@10.0uM 


^% A / ^ ^ A . ft ft 

53.0%@10.0uM 






B*2330 


81.0%@10.0uM 


37.0%@10.0uM 






B-2331 


74.0%@10.0uM 


44.0%@10.0uM 






B-2332 


70.0%@10.0uM 


47.0%@10.0uM 






B-2333 


58.0%@10.0uM 


36.0%@10.0uM 






B-2334 


81.0%@10.0uM 


45.0%@10.0uM 






B-2335 


82.0%@10.0uM 


50.0%@10.0uM 






B-2336 


48.0%@10,0uM 


35.0%®10,0uM 






B-2337 


46.0%®10.0uM 


59.0%@10.0ul\/l 






B-2338 


73.0%@10.0uM 


50.0%@10.0uM 






B-2339 


84.0%@10.0uM 


>10.0uM 






B-2340 


35.0%@10.0uM 


12.0%@10.0uM 






B-2341 


75.0%@10,OuM 


50.0%@10.0uM 






B-2342 


83.0%@10.0uM 


46.0%@10.0uM 






B-2343 


43,0%@10.0uM 


27.0%@10.0uM 






B-2344 


71 .0%@10.0uM 


5U.07b® 1 0.OUlvi 






B-2345 


64.0%@10.0uM 


38.0%@10.0uM 






B-2346 


45.0%@10.0uM 


48.0%@10.0uM 






B-2347 


49.0%@10.0uM 


50.0%@10.0uM 






B-2348 


76.0%@10.0uM 


48.0%@10.0uM 






B-2349 


75.0%@10.0uM 


27.0%®10.0uM 
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Example# 


P38 alpha kinase 

IC50,uM or % 
inhib@conc. (uM) 


U937 Cell IC50,uM 

or % 
inhib^conc. (uM) 


Mouse LPS Modei % 

TNF inhib ® 
dose @predose time 


Rat LPS Model % 
inhib @dose 
©predose time 


B-2350 


38 0%@10 OuM 


56 0%®10 OuM 






B-2351 


77 0%@10 OuM 


1 0%@10 OuM 






B-2352 


37 0%@10 OuM 


1Q O^d^in OmM 






B-2353 


38 0%@10 OuM 


33 0%®in OuM 






B-2354 


65 0%@10 OuM 


2^ 0%@in OuM 






B-2355 


84 0%@10 OuM 


50 n%(a>io OuM 






B-2356 


77 0%®10 OuM 


4*1 0%®in OuM 

*tw*w /O^Q^ IV/>wUl¥l 






B-2357 


47 0%®10 OuM 


41 0%@10 OuM 






B-2358 


17 0%@10 OuM 


52 0%@10 OuM 






B-2359 


76 0%@10 OuM 


35 0%@10 OuM 






B-2360 


45 0%@10 OuM 


>10 OuM 






B-2361 


19 0%@10 OuM 


46 O%0>^Q OiiM 






B-2362 


60% @ 100 OuM 


3Q 0^(910 OuM 






B-2363 


44 0%®1O OiiM 


1 0^(3)10 nuM 








47 n%®10 OuM 


4 O^AOm OuM 






B-2365 


82 0%@10 OuM 


43 0%(5)10 OuM 

*TW>W IWaWUIVI 






B^2366 










B-2367 


46 0%©10 OtiM 


40 0%® 1 OuM 






B-2368 


66 0^(^10 OuM 


56 0%(^10 OuM 

W9*W /OVS IWaWUlVI 






B*2369 


39 0%(B10 OuM 


!^10 OtiM 






B-2370 


73<t^^100 OuM 


90 0^010 OuM 






8-5*^71 


/O^ lU.wUrVI 


'56 n^y^Oin OttM 






D £0 / £ 


n%(aino omM 


^ t u.wUIVl 






w / O 


9w»Vi fOKif IUU*UUIVI 


6^(S)in OiiM 






u / *♦ 




^U.VI /o^ iVI.UUiVl 










> 1 U.UUIVl 


















34 0^010 OiiM 












61 0%(2)in OiiM 

w 1 .V/ /O ^ 1 V« VJU IVI 








73 0%®10n OiiM 


46 0%(B1 OiiM 








O 1 /e^ luu.uuivi 


noAOin oiiM 

90.U /e*@r lU.UUiVI 








6ft9COinn nuM 

00/0>ar ll/U«UUIVI 










u 1 .U /o ^ 1 U.\iU iVi 


94 n^AOlO HiiM 






B-2383 


63.0%@10.0uM 


35.0%@10.0uM 






B-2384 


49%@100.0uM 


10.0%@10.0uM 






B-2385 


79.0%@10.0uM 


19.0%@10.0uM 






B-2386 


38.0%@10.QuM 


19.0%@10.0uM 






B.2387 


50.0%@100.0uM 


>10.0uM 






B-2388 


42.0%@10.0uM 


24.0%®10.0uM 






B-2389 


39.0%@10.0uM 


29.0%@10.0uM 
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Example# 


P38 alpha kinase 

ICSO.uM or % 
inhib@conc. (uM) 


U937 Cell IC50,uM 

or % 
inhib@conc. (uM) 


Mouse LPS Model % 

TNF inhib ® 
dose @predose time 


Rat LPS Model % 
inhib ©dose 
@predo8e time 












D*^09 1 


HU.U/o^ lU«wUfVI 




















At no/ fiiiM 


-> 1 U.UUIVl 








'iT noA^in nttiui 

«9/ .u /O^ lU»UUIVi 


4b4l«w,/Os3r 1 U.UUIVl 










9A n%®io nuM 

£O.U /0^9 IwsUUiVI 








f 9«U/o^ lUaWUIVl 


nuM 








oo.u /e^ iu>viuivi 


o*> o%® in omm 

^Jl.U /O ^or 1 U.UUIVl 










10 0%®10 OuM 

1 U.U /O ^9 1 U.UUIVl 










1fi 0%©>10 DuM 

IO.U/OX7 1 U.UUIVl 








fin n*>AOin nuM 


40 0%@10 OuM 






d*^hU 1 


7R no/ ^in OiiM 


HLU /Ovsr 1 U.UUIVl 








HO.U /oV9r lUaUUiVI 


S^.U /e^or lUaUUIVI 








790/ is>inn niiiui 


0^.U/0>9 lUaUUlVl 






8-2404 


coo/ fF9t^f\f\ niiRA 


CO no/ /?5)in niiM 






D-240O 


yi7o/ /?9^mn nnim 


> iU.UUlVl 






D*^4Uo 


>i c no/ /Sk in ni 1 M 


^4.U/0^ IU.UUlVl 








A70A/S)inn niiM 


^/.U/0>9 lU.WUlwl 








noA/^m niiM 

09.U /oVSr lU.UUlVl 


in n*>A(Sin nuM 








7Q no/ /S)in niifui 


9fi no/,oin niiM 

^U.U /Q\ii 1 U.UU IVI 






D-^4 1 U 


T3 no/ /r7iin niiM 


*v> noAtain onM 

O^.U /oVBr lU.UUIVI 






D-^4 1 1 


oco/ /?9\-inn ntiM 


i*? no//2)in nuM 

10. U /o>S/ IU.UUlVl 






D--iC4l^ 


/in no/ <?9>in nttiui 


'ii noA<s>in Oiiiui 

01 .U /o'Sf 1 U.UUiVl 






D-24 1 3 


75.0% (9 1 0.UU M 


07 noA^^n niiim 
o/.U /evff lO.OUIVI 






D-^4 14 


QC no/ fStin ntiiui 
OD.UTo vff 1 0.UU IVI 


'3Q no//s>in nuM 

oo.u /o^ 1 U.UUIVl 






D-24 lo 


94.070 ^fiP I O.OuiVi 


cn no/ /a) in nuM 
OU.O /o>Sr 1 U.UUm 






Q Oil -1 C 


DC AO/ /?7\m niiKA 

O9.0 vo ^ 1 0.UU IVI 


A'>. no/ ^3)1 AiiM 
*tO.U /o^ 1 .UUiVi 






D-24 1 / 


Q's AO/ ifl^m nil HA 
00.0% v3? 1 0.UU IVI 


iA no/ ^Sin niiM 

10. U /oVS^ iU.UUlVl 






D-24 1 O 


QQ no/ (rt^C\ niilU! 


OH.U /oV&jr IU.UUlVl 






D-24 1 y 


flA no/ /^in niiM 

OD.U/o>Sr lU.UUlVl 


DD.U /o^^r IU.UUlVl 






D-2420 


70.0 TO <i9 1 0.OUIVI 


O/i no/ /n) 1 A niiKyi 
04.U /o^ 1 U.UUIVl 






D"242 1 


QO AO/OiA AiiK/l 

o9 .0 7o2 1 0.Ull IVI 


^A nojL^Skin niiM 

oo.u /o>Sr lU.UUm 






0-2422 


An AO/ ^79t 't A AiiKA 

90.0 yo^lO.UUIVI 


i 7 no/ /8) i n nil KJi 
I / .U /o^ff I U.UUIVl 








09«W /0^9 IVkwUIWI 


>10 OuM 






B-2424 


86.0%@10.0uM 


43.0%@10.0uM 






B-2425 


79.0%@10.0uM 


42.0%@10.0uM 






B-2426 


88.0%@10.0uM 


53.0%@10.0uM 






B-2427 


87.0%@10.0uM 


59.0%@10.0uM 






B-2428 


82.0%@10.0uM 


50.0%@10.0uM 






B-2429 


92.0%@10.0uM 


32.0%@10.0uM 
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Example# 


P38 aipha kinase 

IC50,uM or % 
inhtb@conc. (uM] 


U937 Cell ICSO.uM 

or % 
inhib@conc. (uM; 


Mouse LPS Model % 

TNF inhib 9 
dose @predose time 


Rat LPS Model % 

rial L.f ^ nriuuci /o 

inhib @dose 
Qpredose time 






go.o%@io.ouM 


61.0%@10.0uM 










o5.0%210.0uM 


68.0%@10.0uM 










OC no/ 04 0 Oa • ■ Ji 

OD.U7o2 I O.OuM 


40.0%@10.0uM 










94.0%@10,0uM 


84.0%@10.0uM 










92.0%@10.0uM 


63.0%@10.0uM 










84.0%@10.0uM 


4.0%@10.0uM 










DO 00/ 4 0 O..Ba 


54.0%@10.0uM 










d2.U%@10.0uM 


41.0%@10.0uM 










7C 00/ -4 0 O..Ma 

75.0%@10.0uM 


40.0%@10,0uM 










00/ rS9\4 0 0*aftJi 


44.0%@10.0uM 










77.0% @ 1 0.Ou M 


78.0%@10.0uM 










6o.0%@10.0uM 


46.0%@10.0uM 






Q 




oo.0%@ lO.OuM 


>10.0uM 






O 




84.0%@10.0uM 


44.0%@10.0uM 






\u 


D-2444 


89.0%@10.0uM 


7.0%@10.0uM 








B-2445 


94.0%@10.0uM 


15.0%@10.0uM 








D-2446 


90.0%@10.0uM 


28.0%@10.0uM 






Vfi 


0-2447 


94.0%@10.0uM 


>10.0uM 








D 0>l>fQ 

D**k;44o 


75.0%@10.0UM 


30.0%@10.0uM 








E3 o/i>fn 
D-^44y 


0^ no/ ySk ^ A Ma 

86.0%@10.0uM 


42.0%@10,0uM 






W 


D*^4oU 


87.0%@10.0uM 


46.0%@1.0uM 






O 


D-24D1 


87.0%@10.0uM 


45.0%@10.0uM 








D 0^ CO 

D-2452 


89.0%@10.0uM 


33.0%@10.0uM 






less? 


D-'2453 


91.0%@10.0uM 


>1 0.OuM 








B-2454 


88.0%@10.0uM 


40.0%@10.0uM 








D Oil C 

0-2455 


87.0%@10.0uM 


54.0%@10.0uM 








B-2456 


86.0%@10.0uM 


53.0%@10.0uM 








D-^49/ 


no no/ ^ M .> ■ 

90.0%@10.0uM 


18.0%@10.0uM 








B-2458 


83.0%@10.0uM 


36.0%@10.0uM 








B-2459 


82.0%@10.0uM 


81.0%@10.0uM 








B-2460 


80.0%@10.0uM 


79.0%@10.0uM 








B-2461 


67.0%@10.0uM 


59.0%@10.0uM 
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Biological data from a number of compounds of Examples C- 
74 through C-139 are shown in the following tables. 

In vitro P3 8 -alpha kinase inhibitory data are shown in 
the colximn identified as: 

^^P38 alpha kinase XC50, ^M'' 

In vitro human whole blood assay data for measuring the 
ability of the compounds to inhibit TNF production in 
human whole blood stimulated with LPS are shown in the 
column identified as: 

^Human Whole Blood IC50^ or ^Inliib&conc . (pM)" 

In vivo assessment of the ability of the compounds to 
inhibit LPS-stimulated TNF release in the rat is shown in 
the column identified as: 

^^Rat DPS Model % Inhibition<adose@predose time'' 
wherin the dose is milligram per kilogram (mpk) 
administered by oral gavage and the predose time 
indicates the numbef of hours before LPS challenge when 
the compound is administered. 



Example # 


P38 alpha kinase 
IC50, pM 


Human Whole Blood 

IC50, JJM or 
%Inhib©conc. (jiM) 


Rat LPS Model 
% Inhibition© 
dose@predose 
time 


C-74 


0.037 


0-56 


54%@5mpk@-4h 


C-75 


0 . 045 


0.4 


71%@5mpk@-4h 


C-76 


0.07 


3 .24 


66%(a5mpk@-4h 


C-77 


0. 071 


8.2 


92%@5mpkQ-4h 


C-78 


0 . 068 


10.5 


87%©5mpk@-4h 


C-79 


0.045 


0.52 


83%@5mpk©-4h 
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Example* 


P3 8 alpha kinase 
IC50, MM 


Human Whole Blood 

IC50, HM or 
%Inhib@conc. (nM) 


Rat LPS Model 
% Inhibition© 
dose@predose 
time 


C-80 


0 . 008 


51%@ 5 UM 




C-81 


0 . 037 


40%@ 5 MM 




C-82 


0 . 15 


7.31 




C-83 


0.24 


1.23 


25%@5mpk(a-4h 


C-84 


0.048 


0.88 


22%@5mpk@-4h 


C-85 


0.57 


>25 




C-86 


0 . 007 


0.19 


66%@5mpk@-4h 


C-87 


0 . 027 


0-34 




C-88 


0.012 


0.3 


59%@5mpk@-4h 


C-89 


0.039 


0.12 


27%@5mpk@-4h 


C-90 


0. 037 


0.48 




C-91 


0.054 


2.31 


63%@5mpk©-4h 


C-92 


0 . 024 


0.28 


66%@5mpk@-4h 


C-93 


0.009 


0.38 


50%@5mpk©-4h 


C-94 


0 .02 


0.27 


73%@5mpk@-4h 


C-95 


0.13 


3.91 


32%@5mpk@-4h 


C-96 


0.077 


2.1 


38%©5mpk(i-4h 


C-97 


0.025 


3 .83 . 


21%©5mpk(i-4h 


C-98 


0.016 


0.64 


78%@5mpk©-4h 


C-99 


0 . 062 


0.38 


3 6%©5mpk@-4h 


C-100 


0 . 027 


0 .27 


44%@5mpk@-4h 


C-101 


0 . 083 


3.71 


52%©5mpk@-4h 


C-102 


0 .29 


7.56 


72%@5mpk©-4h 


C-105 


0 . 033 


0.13 


46%©5mpk@-4h 


C-106 


0 . 026 


0.44 


23%@5mpk©-4h 


C-107 


0 . 014 


0.38 


ll%©5mpk©-4h 


C-108 


0 . 02 


0.73 


0%©5mpk©-4h 


C-111 


0 .21 


6.05 


39%@5mpk©-4h 


C-112 


0.54 


6.36 


89%@5mpk©-4h 


C-113 


0 . 082 


2.72 


77%©5mpk©-4h 


C-114 


0 .11 


1.73 


39%©5mpk@-4h 


C-115 


0.042 


10.2 


39%@5mpk©-4h 


C-116 


0.429 


0.50 


53%©5mpk@-4h 


C-117 


3 . 42 


7.26 


71%©5mpk©-4h 


C-118 


0 .298 


>25 


39%@5mpk@-4h 


C-120 


0.7 


18.6 


26%@5mpk©-4h 


C-121 


0-11 


15.3 


39%©5mpk©-4h 


C-122 


0.025 




55%@5mpk@-4h 


C-123 


0.67 


>25 .0 
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Exajnple# 


P38 alpha kinase 
IC50, MM 


Human Whole Blood 

IC50, |iM or 
%Inhib@conc. (^M) 


Rat LPS Model 
% Inhibition® 
dose@predose 
time 


C-124 


0.17 


4 . 56 


51%@20mpk@-4n 


C-125 


7 .22 


>25.0 




C-126 


0.71 


>25.0 


6%(i2 0mpk@-4n 


C-127 


0.038 


0 .27 


53%©5mpk@-4h 


C-128 


0 . 09 




63%@5mDk@-4h 


C-132 


0.086 


44%@ 5 JIM 




C-133 


0.16 


4.54 


55%(i5mpka-4h 


C-135 


6.0 






C-136 


0.032 






C-137 


0.051 




58%©5mpk@-4h 


C-138 


0.28 


0. 68 


2 6%®5mpk@-4h 


C-139 


0.2 


3.66 


46%@5mpk@-4h 
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Additional compounds of interest can be prepared as 
set forth above and as described below in Scheme D-l, 
wherein the and substituents are as defined 

previously. 

5 

Scheme D-1 




The synthesis begins with the treatment of 4- 
10 methylpyrimidine 2 with a base such as LiHMDS, LDA or 
tBuOK in an organic solvent such as THF or ether which is 
cooled in an ice bath (0-10 °C) , To the resulting 4- 
methylanion is added a solution of a suitably protected 
(Boc is shown) ethyl ester of isonipecotic acid 1 in THF 
15 or ether. The reaction is allowed to warm to room 



10 



15 



20 



25 



30 
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temperature and stirred for a period of 4 hours to 20 
hours at which time the desired ketone 3 is isolated after 
aqueous work up. Condensation of the ketone ' 3 with 
tosylhydrazide in toluene or benzene as a solvent at 
refluxing temperatures for a period of 1 hour to 5 hours 
affords the hydrazone 4. The hydrazone 4 is reacted with 
a suitably substituted benzoyl chloride 5, in the presence 
of a base such as LiHMDS or LDA or tBuOK or triethylamine 
at temperatures ranging from 0 "C to 70 °C. The reaction 
is stirred for a period of 3-6 hours. Acidic hydrolysis 
of the protecting groups with an aqueous acid such as HCl 
or HjSO^ and subsequent neutralization with an aqueous 
base such as NaOH or KOH affords the desired pyrazole 6. 
Treatment of the pyrazole 6 with an acid chloride 7 in the 
presence of base or with an acid 8 under standard peptide 
coupling conditions (EDC or DCC or PyBrOP with an additive 
such as HOBt or HATU and base such as N-methylmorpholine 
or diisopropyl ethyl amine or triethylamine) affords the 
desired pyrazole amide 9. in most instance the desired 
products can be obtained pure by direct trituration with 
solvents such as methanol, ethyl acetate, acetonitrile or 
ether and/or recrystallization from suitable solvents. 

The following examples contain detailed descriptions 
of the methods of preparation of these additional 
compounds that form part of the invention. These detailed 
descriptions are presented for illustrative purposes only 
and are not intended as a restriction on the scope of the 
invention. All compounds showed NMR spectra consistent 
with their assigned structures. 

Example D-1 
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N- (2-Hydroxyacetyl) -5- (4-piperidyl) -4- (4-pyrimidyl) -3- (4- 

chlorophenyl) pyrazole 



N-NH 




Step 1: A 5 L 4 -necked round bottom flask fitted 
with an overhead mechanical stirrer, inlet and a 

thermocouple was charged with 600 g (2.75 mol) of di-tert- 
butyl-dicarbonate and 1.5 L of CH2CI2 - The solution was 
cooled to 0 °C and 428 g (2,73 mol) of ethyl isonipecotate 
was added dropwise via an addition funnel . The addition 
took 45 minutes and the temperature rose from 0 to 17.4 
°C, The reaction mixture was stirred for an additional 2 
hours at ambient temperature. The solvent was removed in 
vacuo to afford 725 g of a yellow oil (residual solvent 
remained) . 
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Step 2: A 3 L 3 -necked round bottom flask fitted with 
an overhead mechanical stirrer, a inlet, an addition 
funnel and a thermocouple was charged with 1850 mL (1,85 
mol) of a 1,0 M solution of LiHMDS in THF. The flask was 
cooled to 5 and 68 mL (0.74 mol) of 4 -methylpyrimidine 
was added (neat) to the stirred solution. To this 
solution was added 198 g (0.77 mol) of Ethyl -N-t- 
butylcarbonyl isonipecotate dissolved in 160 mL of THF. 
The ice bath was removed and the reaction was allowed to 
stir for 18 hours. The reaction was quenched with 500 mL 
of saturated NH^Cl and was extracted with 500 mL of ethyl 
acetate. The organic phase was washed with 50 0 mL of 
brine, dried over anhydrous Na2S04, filtered and 
concentrated in vacuo to afford 235 g of a brown oil. 




Step 3: A 2 L 3-necked round bottom flask fitted 
with an overhead mechanical stirrer, a Dean- Stark trap and 
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a thermocouple was charged with 1.5 L of toluene, 226 g 
(0.742 mol) of N- t-butylcarbonyl-1- (4-piperidyl) -2- {4- 
pyrimidyl) -1-ethanone and 138.4 g (0.743 mol) of tosyl 
hydrazide. The mixture was warmed to reflux. The 
solution was allowed to reflux for 2 hours and was cooled 
to ambient temperature. The reaction was allowed to stand 
overnight. A fine precipitate formed and was removed by 
filtration. The filtrate was concentrated in vacuo to 
afford a brown solid. The solid was suspended in 500 mL 
of ethyl acetate and the resulting mixture was placed in a 
sonication bath for 5 hours. The mixture was cooled in an 
ice bath and was filtered to afford 310 g of a wet solid. 
The solid was dried in a vacuum oven (40 ""C, 5 mm) 
overnight to afford 248 g of the desired hydrazone (71%) . 

NMR (CDCI3) 5 9.03 (d, J = 1.2 Hz, IH) , 8.72 (d, J- = 5.2 
Hz, 2H) , 7.89 (d, .7 = 8.3 Hz, 2H) , 7.32 (d, J" = 8.1 Hz, 
2H) , 7.26 (dd, J =5.2, 1.0 Hz, IH) , 4.03 (d, J^=12.1Hz, 
2H) , 3.76 (s, 2H) , 2.71 (t, J* = 12.1 Hz, 2H) , 2.43 (s, 
3H) , 2.34 (m, IH) , 1.66 (d, J = 13.5 Hz, 2H) , 1.47 (s, 
9H) , 1.38 (m, 2H) ; MS (M + H) : 474 (base peak). 

Step 4 : 




10 



1059 

Method A. A 2 L 3 -necked round bottom flask fitted 
with an overhead mechanical stirrer, a inlet, an 

addition funnel and a thermocouple was charged with 400 tnL 
(400 mmol) of a 1 . 0 M solution of LiHMDS in THF. The 
solution was cooled to -21.9 °C and a solution of 62 g 
(131 mmol) of N- t-butylcarbonyl-1- (4-piperidyl) -2- (4- 
pyrimidyl) -1-ethanone p- toluenesulfonyl hydrazone in 400 
mL of THF was added slowly. The temperature never 
exceeded -11 °c throughout the addition. The solution was 
re-cooled to -19.6 »C and 23.0 g (I3i mmol in 250 mL of 
THF) of p-chlorobenzoylchloride was added slowly. The 
temperature never exceeded -13 "C throughout the addition. 
The cooling bath was removed and the reaction was allowed 
to warm to ambient temperature. After 3 hours the 
reaction was quenched with 600 mL of 3 n HCl . The 
reaction was warmed to reflux and was held at reflux for 2 
hours. The reaction was allowed to cool to ambient 
temperature overnight. The reaction mixture was washed 
with 1.4 L of Et,0 and the aqueous phase was neutralized 
with 1 L of 2.5 N NaOH. The aqueous phase was extracted 
with ethyl acetate (2 x 1000 mL) . The combined organic 
phases were washed with brine (1 x 500 mL) , dried over 
anhydrous Na.SO,, filtered and concentrated in vacuo to 
afford 21 g of a yellow solid. The solid was suspended in 
500 mL of 2:1 Et,0/hexane. After sonication the solid was 
isolated by filtration to leave a wet solid. The solid 
was dried in a vacuum oven to afford 13.8 g of 5- (4- 
piperidyl) -4- (4 -pyrimidyl ) -3- (4 -chlorophenyl) pyrazole. 
NMR (DMSO-dJ 9.18 (s, IH) , 8.65 (d, J = 5.2, IH) ,' 

30 7.44 (d, J- = 8.5, 2H), 7.37 (d, J-= 7.7 Hz, 2H) , 7.15 (d,' 



15 



20 



25 
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J = 5.2 Hz, IH) , 3.16 (m, IK), 3.00 (d, J = 11.9 Hz, 2H) , 
2.52 (m, 2H) , 1.69 (m, 4H) ; MS (M + H) : 340 (base peak). 




Method B; To a solution of 200 g (423 mmol) of N-t- 
butylcarbonyl-1- (4-piperidyl) -2- (4 -pyrimidyl ) -1-ethanone 
p-toluenesulfonyl hydrazone in 800 rnL THF was added 70 mL 
(500 mmol) of triethylamine in a 3 L three necked flask. 
The solution was cooled in an ice/salt/water bath to 0-5 
°C. To this cold solution was added a solution of 4- 
chlorobenzoyl chloride (74 g, 42 3 mmol) in 10 0 mL THF 
dropwise, maintaining the temperature below 10 °C. After 
the addition was complete the ice-bath was removed and 
replaced with a heating mantle. 4-N, N- 

dimethylaminopyridine (5 g, 4 0 mmol) was added and the 
reaction mixture was heated to 50 °C for 15-30 minutes. 
The reaction mixture was filtered and the residue washed 
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with THF (100 niL) . The combined filtrates were evaporated 
under reduced pressure to a semisolid . 

The semisolid residue was dissolved in 450 mL THF and 
180 mL of 12 N HCl was added to this solution rapidly. 
5 The reaction mixture was heated to 65 ®C for 1*5-2 hours 
and transferred to a separatory funnel . The organic layer 
was discarded and the aqueous phase was washed twice with 
200 mL of THF. The aqueous phase was transferred back to 
a 2 L flask and cooled to 0-10 ®C in an ice bath. The pH 
10 of the solution was adjusted to between - 9-10 by dropwise 
^ addition of 15 N ammonium hydroxide (- 18 0 mL) . This 

p mixture was transferred back to a separatory funnel and 

\^ extracted with warm n-butanol (3 X 150 mL) . The combined 

''-4 n-butanol phases were evaporated under reduced pressure to 

S 15 dryness. The residue was then stirred with methanol (200 

mL) , filtered and dried to obtain 129 g (90%) of the 
m desired 5- (4-piperidyl) -4- (4-pyrimidyl) -3- (4 -chlorophenyl) 

H pyrazole as a off-white solid. This material was 

O identical in all respects to the material prepared by 

^ 20 Method A. 



N-NH 




Glycoiic acid 
EDC, HOBT 
Hunig's Base 

CH2CI2 



N-NH 




OH 



25 Step 5 : AIL round bottom flask was charged with 

34.2 g (102 mmol) of 5 - (4 -piperidyl ) - 4 - ( 4 -pyrimidyl ) - 3 - (4 - 
chlorophenyl) pyrazole, 500 mL of CH2CI2 and 2 6.6 mL (153 
mmol) of Hunig's base. To this suspension was added 16.5 



# 



1062 

g (122 mmol) of l-hydroxybenzotriazole and 8.1 g (106 
mmol) of glycol ic acid. The addition of glycolic acid was 
followed by the addition of 23.7 g (122 mmol) of 1- (3- 
dimethylaminopropyl) -3 -ethylcarbodiimide hydrochloride . 
5 The reaction was allowed to stir at ambient temperature 
overnight. The reaction was concentrated in vacuo to 
leave an oily residue. The residue was dissolved in 400 
mL of methanol and 50 mL of 2.5 N NaOH. The reaction 
mixture was stirred at ambient temperature for 1 hour, 

10 The mixture was acidified to pH 5 with 2 N HCl and was 
extracted with CH2CI2 (6 x 200 mL) . The combined organic 
phases were filtered through phase paper and the filtrate 
was concentrated in vacuo to leave a yellow residue. The 
residue was treated with 75 mL of acetonitrile . A 

15 precipitate formed. The solid was filtered and washed 
with additional acetonitrile and EtjO to afford 31.4 g of 
N- (2 -hydroxyacetyl) -5- (4-piperidyl) -4- (4 -pyrimidyl) -3- (4- 
chlorophenyl) pyrazole. NMR (DMSO-dg) 9.20 (s, IH) , 

8.67 (d, ^J = 4.8, IH) , 7.40 (m, 4H) , 7.17 (d, J = 4.0, 

20 IH) , 4.53 (m, 2H) , 4.13 (s, 2H) , 3.77 (m, IH) , 3.05 (t, J* 
= 12,7 Hz, IH) , 2.69 (m, IH) , 1.90 (m, 2H) , 1.73 (m, 2H) ; 
MS (M +H) : 398 (base peak) . 

Example D-2 

25 



N~ (2 -Hydroxy acetyl) -5- (4-piperidyl) -4- (4 -pyrimidyl) -3- (4- 
chlorophenyl) pyrazole hydrochloride 
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A 25 mL round bottom flask was charged with 65 mg 
(0 . 164 mmol) of N- (2 -hydroxyacetyl) -5- (4 -piperidyl ) -4- (4- 
pyrimidyl) -3- (4-chlorophenyl) pyrazole and 2.5 mL of 
dioxane. To this suspension was added 0.082 mL of 4 N HCI 
in dioxane. The mixture was stirred for 2 hours. The 
mixture was diluted with 5 mL of Et20 and filtered. The 
solid was dried over solid CaSO^ under vacuum for 12 h to 
afford 68 mg of N- (2 -hydroxyacetyl) - 5- (4 -piperidyl) -4- (4- 
pyrimidyl) -3- (4-chlorophenyl) pyrazole hydrochloride. 
NMR (DMSO-dg) 9.18 (s, IH) , 8.63 (d, iJ=5.37 Hz, IH) , 

7.40(d, J=8.59 Hz, 2H) , 7.33(d, J--8.59 Hz, 2H) , 7.15{m, 
IH) , 4.40 (m, IH) , 4-06(m, 2H) , 3.72 (m, IH) , 3,33 (m, IH) , 
2.97(m, IH) , 2.62 (m, IH) , 1.83 (m, 2H) , 1 . 64 (m, 2H) ; MS 
(M+H) : 3 98 



Bxample D-3 



N- {2-Metlioxyacetyl) -5- (4-piperidyl) -4- (4-pyriinidyl) -3- (4- 
chlorophenyl) pyrazole (fumarate salt) 
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N~NH 




To a suspension of 250 mg (0.74 mmol) of 5-(4- 
piperidyl) -4- (4-pyrimidyl) -3- {4-chlorophenyl) pyrazole 
(Example C-1, Step 3) and 180 mg (1.48 mmol) of N,N- 
dimethylamino pyridine in 20 mL of CHjClj was added 88 mg 
(0.81 mmol) of 2-methoxyacetyl chloride. The reaction was 
stirred for 5 hours. The reaction was quenched with 2 0 raL 
of saturated NH^Cl . The mixture was extracted with n- 
butyl alcohol and the organic layer was washed with brine. 
The solvent was removed to afford 72 mg of an oil. This 
oil was dissolved in 1 mL of warm MeOH. This solution was 
combined with a warm solution of 1 equivalent of fumaric 
acid in warm MeOH. The solution was cooled to ambient 
temperature and the reaction was allowed to stir for 1 
hour. The solvent was removed In vacuo and the residue 
was triturated with EtjO. The resulting solid was 
isolated by filtration to yield 56 mg of an off-white 
powder. NMR (DMSO-dJ 13.23 (bs, IH) , 9.19 (d, J = 

1.2 Hz, IH) , 8.65 (d, J = 5.1 Hz, IH) , 7.41 (m, 4H) , 7.16 
(dd, J" = 5.4, 1.2 Hz, IH) , 4.45 (bd, J* = 11.1 Hz, IH) , 
4.11 (q^, J = 39.0, 13.8 Hz, 2H) , 3.86 (bd, J = 12.9 Hz, 
IH) , 3.32 (m, 4H) , 3.04 (bt, J= 12.3 Hz, IH) , 2.63 (bt, J 
= 12.0 Hz, IH) , 1.77 (m, 4H) ; MS (M + H) : 411 (base 
peak) . 
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Example D-4 



N- (2-Hydroxy-2-inethylpropionyl) -5 - (4 -piper idyl ) -4- (4- 
pyrimidyl) -3- (4-chlorophenyl)pyrazole hydrochloride 



Step 1: To a suspension of 2 . 05 g (6.1 mmol) of 5- 
(4-piperidyl) -4- (4-pyrimidyl) -3- (4-chlorophenyl) pyrazole 
(Example C-1, Step 3) and 3.7 g (30,5 mmol) of N,N- 
dimethylamino pyridine in 30 mL of CH2CI2 was added 1.06 
mL (7.3 mmol) of 2 -acetoxy-2-methylpropionyl chloride. 
The reaction was allowed to stir overnight at ambient 
temperature. The reaction was quenched with saturated 
NH4C1 and water. The resulting aqueous phase was 
extracted with CHjClj - The combined organic layers were 
concentrated In vacuo to leave an oily solid. The residue 
was treated with CH3CN and allowed to stand for 15 
minutes. The resulting suspension was diluted with Et20 
and was filtered to afford 2.2 g of a solid. Analysis by 
LC/MS indicated that the solid was a mixture of the 
hydroxy derivative and the acetoxy derivative. This solid 
was carried on to the next step without further 
purification. 

Step 2: A solution of 1 g of the solid from step 1 
in 10 mL of MeOH was treated with 500 mg of solid K2CO3 . 
The mixture was allowed to stir overnight at ambient 



N-NH 
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temperature. The suspension was treated with water and 
the resulting solution was extracted with ethyl acetate . 
The organic phase was filtered through phase separation 
paper (to remove the residual water) and was concentrated 
in vacuo to leave an oily solid. The solid was dried 
under vacuum and was treated with CH3CN. The suspension 
was filtered to afford 825 mg of an off-white solid. This 
solid was suspended in 5 mL of dioxane and 0.5 mL of 4 N 
HCl in dioxane was added. The suspension was stirred for 
1 hour and the suspension was filtered to leave a solid. 
The solid was washed with EtjO and the resulting 
suspension was filtered to give 900 mg of the title 
compound. ^HNMR (DMSO-dJ 9.23 (s, IH) , 8.69 (s, IH) , 
7.45 (m, 4H) , 7.19 (s, IH) , 4.8 (brm, 4H) , 3.85 (m, 2H) , 
3.38 (m, IH) , 1.89 (m, 2H) , 1.72 (m, 2H) , 1,37 (s, 6H) ; MS 
(M + H) : 426 (base peak) . 

Example D-5 

(S) -N- (2-Hydroxypropionyl) -5- (4 -piper idyl) -4- (4- 
pyrimidyl) - 3- (4-chlorophenyl)pyrazole hydrochloride 



N-NH 




By following the method of Example C-1 and 
substituting {S) -lactic acid for glycolic acid the title 
compound was prepared. NMR (DMSO-dg) 13.15 (s, br, 

IH) , 9.12 (d, J=1.07 Hz, IH) , 8.59(d, J=5.37Hz, IH) , 
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7.39(d, J^l.lSYLz, 2H) , 7.31(d, vJ=8.33, 2H) , 7.10(dd, 
»J=1,34, 5,lHz, IH) , 4.76(m, IH) , 4.41(m, 2H) , 3 . 99 (m, IH) , 
2.97 (m, IH) , 2.45 (m, IH) , 1.83 (m, 2H) , 1.64 (m,, 2H) , 
1.15 (m, 3H) ; MS (M+H) : 412 (base peak) . 

Example D-6 

{R) -N- (2-Hydroxypropionyl) -5- (4-piperidyl) -4- (4- 
pyrimidyl) -3- (4-chlorophenyl) pyrazole hydrochloride 



N-NH 




j'^ By following the method of Example C-1 and 

ilJ substituting {R) -lactic acid for glycolic acid the title 

1:1 15 compound was prepared. NNR (CDCI3) 9.24 (s, IH) , 

p 8.52(d, J- = 5.0 Hz, IH) , 7.32-7.36 (m, 4H) , 6.98(d, J = 5 . 3 

Hz, IH) , 4.72(d, cJ=10.5Hz, IH) , 4.55(br, IH) , 3.88(d, J 
= 13.1 Hz, IH) , 3.66(br, IH) , 3,19(br, IH) , 2.82(t, J = 
12.4 Hz, IH) , 2.10(br, 2H), l,37(d, J = 6.2 Hz, 3H) , 1.81- 
20 1.90 (m, 2H) ; MS (M + H) : 412 (base peak). 



Example D-7 



25 



(R) -N- (2-Hydroxy-2-phenylacetyl) -5- (4 -piperidyl) -4- (4- 
pyrimidyl) -3- (4-chlorophenyl) pyrazole 
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By following the method of Example C-1 and 
substituting (R) -phenylacetic acid for glycolic acid the 
title compound was prepared. NMR (DMSO-dg) 9.15 (d, 

J = 0.9 Hz, IH) , 8.63 (d, J = 5.4 Hz, IH) , 7.40 (m, 9H) , 
7.13 (t, J- = 6.6 Hz, IH), 5.43 (d, J" = 19.5 Hz, IH) , 4.51 
(s, IH) , 4.04 (m, IH) , 3.33 (m, 4H) , 2.8 (m, 2H) , 1.68 (m, 
3H) ; MS (M + H) : 474 (base peak) . 

Exainple D-8 

N- (2-Hydroxyacetyl) -5- (4-piperidyl) -4- (4-pyrimidyl) -3- (4- 

f luorophenyl ) pyrazole 



N-NH 




By following the method of Example C-1 and 
substituting 4-f luorobenzoyl chloride for 4 -chlorobenzoyl 
chloride the title compound was prepared. NMR (DMF-d,) 

13.48(s, IH) , 9.40(s, IH) , 8.86(d, J = 5.1 Hz, IH) , 
7.71(br, 2H) , 7.42(bd, J = 5.2 Hz, 3H) , 4.78(br, IH) , 
4.43(s, 2H) , 4.04(br, IH) , 3.79(br, IH) , 3.70{s, IH) , 



# 
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3.34 (t, J = 12.2 Hz, IH) , 3.0 (br, IH) , 2.21 (d, J = 10.9 
Hz, 2H) , 2.08 (br, IH) ; MS (M + H) : 382 (base peak). 

Example D-9 

5 

N- (2-Hydroxyacetyl) -5- (4-piperidyl) -4- (4-pyriinidyl) -3- (4- 
trif luoromethylphenyl) pyrazole 



N-NH 




10 

By following the method of Example C-1 and 
substituting 4 -trif luoromethylbenzoyl chloride for 4- 
chlorobenzoyl chloride the title compound was prepared. 
NMR (DMF-d,) 13.47(s, IH) , 9.24 (s, IH) , 8.73 (d, J = 

15 4.0 Hz, IH) , 7.77(bd, J = 13.3 Hz, 4H) , 7.34(d, J = 4.3 
Hz, IH) , 4.61(br, IH) , 4.26(s, 2H) , 3.87(br, IH) , 3.52(s, 
2H) , 3.17(t, J = 12.0 Hz, IH) , 2.8 (br, IH) , 2.02(br, 2H) , 
1.91(br, IH) ; MS (M + H) : 432 (base peak). 

20 Example D-10 

N- (2-Hydroxyacetyl) -5- (4 -piperidyl) -4- (4 -pyrimidyl) -3- (4- 
tr i f luor ome t hoxypheny 1 ) py r az o 1 e 
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N-NH 




By following the method of Example C-1 and 
substituting 4-trif luoromethoxybenzoyl chloride for 4- 
chlorobenzoyl chloride the title compound was prepared. 
'H NMR (DMF-d,) 13.55(s, IH) , 9.40 (s, IH) , 8.88 (d, J = 
4.6 Hz, IH) , 7.81 (d, J = 7.7 Hz, 2H) , 7.64 (br, 2H) , 
7.47(d, J = 4.4 Hz, IH) , 4.75(br, IH) , 4.42(s, 2H) , 
4.04(d, J = 12.5 Hz, IH) , 3.69(br, 2H) , 3.34(t, J = 12.0 
Hz, IH) , 3.0(br, IH) , 2.20(d, J= 11.7 Hz, 2H) , 2 . 05 (br, 
IH) ; MS (M + H) : 448 (base peak) . 

Example D-11 

N- (2-Hydroxyacetyl) -5- (4-piperidyl) -4- (4-pyrimidyl) -3- (3- 

chlorophenyl) pyrazole 




By following the method of Example C-1 and 
substituting 3 -chlorobenzoyl chloride for 4-chlorobenzoyl 
chloride the title compound was prepared. 'H NMR (DMF-d,) 
13.41(s, IH) , 9.24(s, IH) , 8.73(d, J = 4.9 Hz, IH) , 
7.56(s, IH) , 7.49(br, 2H) , 7.41(br, IH) , 7.32(d, J= 4.2 
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Hz, IH) , 4.60(d, iJ = 11-7 Hz, IH) , 4.25(s, 2H) , 3.87(d, J" 
= 12.7 Hz, IH) , 3,52(bs, 2H) , 3.17(t, J = 12.1 Hz, IH) , 
2.84(d, J = 12.5 Hz, IH) , 2.03(d, J = 11-9 Hz, 2H) , 
1.87(br, IH) ; MS (M + H) : 398 (base peak) . 

Example D-12 

N- (2-Hydroxyacetyl) -5- (4-piperidyl) -4- (4-pyrimidyl) -3- (3- 

f luorophenyl) pyrazole 




By following the method of Example C-1 and 
substituting 3 -f luorobenzoyl chloride for 4 -chlorobenzoyl 
chloride the title compound was prepared. NMR (DMF-d7) 

13.38(s, IH) , 9.24(s, IH) , 8.72{d, J = 5.2 Hz, IH) , 
7.49(dd, J = 8.0 and 6.2 Hz, IH) , 7,24-7.32(m, 4H) , 
4.60(d, J- = 13.1 Hz, IH) , 4.25(s, 2H) , 3.87(d, J = 13.3 
Hz, IH) , 3.55-3.60(m, IH) , 3.52(s, IH) , 3.17(t, J- 12.2 
Hz, IH) , 2.82(d, J = 12.9 Hz, IH) , 2.03(d, J = 10.9 Hz, 
2H) , 1.83-1.96 (m, IH) ; MS (M + H) : 382 (base peak). 

Example D-13 

N- (2-Hydroxyacetyl) -5- (4-piperidyl) -4- (4-pyrimidyl) -3- (3- 
trifluoromethylphenyl) pyrazole 
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N-NH 




N 



By following the method of Example C-1 and 
substituting 3 - trif luoromethylbenzoyl chloride for 4- 
chlorobenzoyl chloride the title compound was prepared. 
'H NMR (DMF-d,) 13.76(s, IH) , 9.41 (s, IH) , 8.91 (d, J* = 

5.3 Hz, IH) , 8.02(s, IH) , 7.95(t, J- =6.5 Hz, 2H) , 7.85(t, 
iJ = 7.5 Hz, IH) , 7.53 (d, J" = 4.6 Hz, IH) , 4.7 8 (d, J" = 11.9 
Hz, IH) , 4.45(d, J = 16.3 Hz, 2H) , 4 . 06 (d, J = 12.5 Hz, 
IH) , 3.69{bs, 2H) , 3.34(t, J = 11.3 Hz, IH) , 3.01(d, J- = 
13.1 Hz, IH) , 2.20(d, J = 11.1 Hz, 2H) , 2.12(br, IH) ; MS 
(M + H) : 432 (base peak) . 

The following examples can be prepared in a manner 
similar to that described above for the synthesis of 
Examples C1-C13. 



5- [4-N- (2 -hydroxy- 2- (2 -chlorophenyl) acetyl) piper idyl] -4- 
(4-pyrimidyl) - 3- (4 -chlorophenyl) pyrazole 



Example D-14 
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Example D-15 



- [4-^r« (2-hydroxy-2- ( 3 -chlorophenyl) acetyl )piperidyl] -4- 
{4-pyrimidyl) -3- (4 - chlorophenyl )pyrazole 




Example D-16 

5- (i-hydroxy-l-cyclohexylacetyl)piperidyl] -4- (4- 

pyrimidyl) - 3- (4 - chlorophenyl) pyrazole 



N-NH 




Example D-17 



5- [4-j/- (2 -hydroxy- 1-cyclohexylacetyl) piper idyl] -4- (4- 
pyrimidyl) -3- (4 -chlorophenyl) pyrazole 
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10 



15 



Example D-18 

5- [4-N- (3 -hydroxy- l-cyclohexylacetyl)piperidyll -4- (4- 
pyrimidyl) -3- (4-chlorophenyl) pyrazole 



N-NH 



OH 




Example D-19 

5- [4-N- (4 -hydroxy- l-cyclohexylacetyl)piperidyl] -4- (4- 
pyrimidyl) -3- {4-chlorophenyl) pyrazole 



N-NH 




OH 



Example D-20 



20 



5. [4-17- (l-hydroxy-l-cyclopentylacetyl)piperidyl] -4- (4- 
pyrimidyl) - 3- {4-chlorophenyl) pyrazole 



N-NH 
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Example D-21 

- (2 -hydroxy- 1-cyclopentylacetyl) piper idyl] -4-<4 

pyrimidyl ) - 3 - { 4 - chlorophenyl ) pyrazole 

N-NH 




Example D-22 

- [4-i/- (3 -hydroxy- l-cyclopentylacetyl)piperidyll -4- (4 
pyrimidyl) -3- (4 -chlorophenyl) pyrazole 

N-NH 




Example D-23 

[4-J/- (3-hydroxypropionyl)piperidyl] -4- (4-pyrimidyl) 
( 4 - chlorophenyl ) pyrazole 

N-NH 
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Example D-24 

[4 -N- (2 - hydroxy- 3 ^ 3,3- trifluoropropionyl) piper idyl] 
{4-pyrimidyl) -3- (4-chloropheiiyl)pyrazole 



N-NH 




Example D-25 

5- [4-igr- (2 -hydroxy- 3 -me thy Ibutyryl) piper idyl] -4- (4- 
pyrimidyl) -3- (4-chloropheiiyl) pyrazole 



N-NH 




Example D-2 6 

[4-N- ( 2 -hydroxyisocaproyl) piper idyl] -4- (4-pyrimidyl) 
( 4 - chlorophenyl ) pyrazole 



N-NH 
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Example D-27 

5- [4-N- (2-hydroxy-2-cyclohexylacetyl)piperidyl] -4- (4 
pyrimidyl) -3- (4-chlorophenyl)pyrazole 



N~NH 




Example D-2 8 

[4-^- (2-hydroxy-2- (4 -me thoxyphenyl) acetyl) piper idyl] 
(4 -pyrimidyl) - 3- (4 -chlorophenyl) pyrazole 




Example D-29 



[4-2/- (2 -hydroxy- 2- (3 -me thoxyphenyl) acetyl) piperidyl] 
(4 -pyrimidyl) - 3- (4-chlorophenyl) pyrazole 




Example D-30 



5- (2-hydroxy-2- (4- 

trifluoromethylphenyl) acetyl )piperidyl] -4- (4-pyrimidyl) 

{ 4 - chlorophenyl ) pyrazole 




Example D-31 

5- [4-N- {2-hydroxy-3-phenylpropionyl)piperidyl] -4- (4- 
pyrimidyl) - 3- (4 -chlorophenyl) pyrazole 
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Example D-32 



5- [4 -J/- (2 -hydroxy- 3- {4-hydroxyphenyl)propionyl)piperidyl] - 
4« (4-pyriinidyl) - 3- {4-chlorophenyl) pyrazole 



5- [4-N- (2-hydroxy-3-imidazolpropioiiyl)piperidyl] -4- {4- 
pyriInidyl) -3- {4-chlorophenyl) pyrazole 



The synthesis of 2 -substituted pyrimidinyl pyrazoles 
is shown in Scheme 2. Reaction of 2 -methylmercapto-4 - 
methyl pyrimidine 10 with N-Boc methyl ester of 
isonipecotic acid (1) under basic (base selected from 
LiHMDS or LDA or tBuOK) conditions in an anhydrous solvent 
such as tetrahydrofuran or ether affords the desired 
ketone 11. Condensation of the ketone 11 with tosyl 
hydrazine under refluxing conditions in either toluene or 




Example D-33 
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benzene affords the hydrazone 12. The hydrazone 12 is 
deprotonated under basic (base selected from LiHMDS or LDA 
or tBuOK) conditions in an anhydrous solvent such as 
tetrahydrofuran or ether and the anion is reacted in situ 
5 with a suitably substituted benzoyl chloride 5 to afford, 
after mild aqueous work up, the desired and fully 
protected pyrazole 13. Oxidation of the 2-mercaptomethyl 
group present in 13 with oxidants selected from but not 
limited to Oxone*, H2O2 or mCPBA in solvents such as 
10 dichloromethane, acetonitrile or tetrahyrof uran affords 
the 2-methane sulfonyl pyrazole 14. The 2 -methanesulf one 
O group in 14 is conveniently displaced with various amines, 

Jj: aryloxides or alkoxides in solvents such as 

tetrahydrofuran, dioxane, dimethyl formamide or 

Q 15 acetonitrile at temperatures ranging from 2 0 °C to 20 0 °C . 

^ Under these reaction conditions the tosyl protecting group 

I'll on the pyrazole is also simultaneously deprotected. 

^ Aqueous workup affords the desired tosyl deprotected, 2- 

O alkoxy, or 2-aryloxy or 2 -amino substituted pyrazoles 15. 

'"^ 20 The alkoxides or aryloxides are generated from their 

respective alcohols or phenols with suitable bases such as 
LiHMDS, NaH, LDA or tBuOK in solvents such as 
tetrahydrofuran, dioxane or dimethyl formamide . 

Deprotection of the remaining N-Boc group in 15 is 
25 accomplished with trif luoroacetic acid or hydrochloric 
acid in solvents such as dichloromethane or dioxane to 
afford the pyrazole 16. Treatment of the pyrazole 16 with 
an acid chloride 7 in the presence of base or with an acid 
8 under standard peptide coupling conditions (EDC or DCC 
30 or PyBrOP with an additive such as HOBt or HATU and base 
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such as N-methylmorpholine or diisopropyl ethyl amine) 
affords the desired final products 17 . 



Scheme D-2 




16 17 
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The following 2 -substituted pyrimidine compounds can 
be prepared as set forth above, particularly in a manner 
similar to that outlined above in Scheme D-2 . 

Example D-34 

5- [4-2^- (2-hydroxyacetyl)piperidyl] -4- [4- (2- 
thiomethyl) pyrimidyl] -3- (4-chlorophenyl)pyrazole 



N-NH 




Example D-35 

5- [4-2/- (2-hydroxyacetyl)piperidyl] -4- [4- (2- 
methanesulf onyDpyrimidyl] -3- (4-chlorophenyl)pyrazole 



N-NH 




O 



Example D-36 



5- [4-N- ( 2 -hydroxyacetyl) piper idyl] -4- [4- (2- 
amino) pyrimidyl] -3- (4 -chloropheixyl) pyrazole 
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N-NH 




Example D-37 

5- [4-N- (2-hydroxyacetyl)piperidyl] -4- [4- (2- 
inethylainino)pyriinidyl] - 3- (4-chlorophenyl) pyrazole 



N-NH 




Example D-38 

5- [4-27- (2-hydroxyacetyl)piperidyl] -4- [4- (2- 
isopropylamixio)pyrimidyl] -3- (4-chlorophenyl) pyrazole 



N-NH 




Example D-39 



5- [4-J7- ( 2 -hydroxyacetyl) piper idyl] -4- [4- (2-S- 
methylbenzylamino)pyrimidyl] -3- (4-chlorophenyl) pyrazole 
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Example D-40 

5- [4-/7- {2-hydroxyacetyl)piperidyl] -4- [4- (2-J?- 
inethylbenzylamino)pyrimidyl] -3- (4"Chloropheiiyl)pyra2ole 



N-NH 




Example D-41 

5- [4-27- (2-hydroxyacetyl)piperidyl] -4- [4- (2- 
methoxy)pyrimidyl] -3- (4-chlorophenyl) pyrazole 



N-NH 




Example D-42 
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5- [4-W- (2 -hydroxy-acetyl) piper idyl] -4- [4- (p- 
f luorophenoxy)pyrixaidyl] -3- (4-chlorophenyl)pyrazole 



N~NH 




F 



Example D-43 

5- [4-Jf- (2-hydroxyacetyl)piperidyl] -4- [4- (p- 
£luoroanilino)pyrimidyl] -3- (4-chlorophenyl)pyrazole 



N-NH 




F 



In a manner similar to that outlined above in Scheme 
D-1, for the synthesis of the piperidine analogs 6, the 
aminocyclohexane analogs are prepared by substitution of 1 
in Scheme D~l with a suitably protected (Boc is shown) 
methyl or ethyl ester of cis- aminocyclohexane carboxylic 
acid 10 or trans -aminocyclohexane carboxylic acid 11 or 
trans-aminomethylcyclohexane carboxylic acid 12, which 
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affords the cis-aminocyclohexane 13, or trans- 
ami nocyclohexane 14 or the trans-aminomethylcyclohexane 15 
respectively (Scheme 3) . Suitable reductive alkylations 
on 13, 14 or 15 with 1-1.5 equivalents of aldehydes or 
5 ketones in the presence of a reducing agent like sodium 
cyanoborohydride or sodium triacetoxyborohydride in 
solvents such as methanol, ethanol, acetic acid, 
tetrahydrofuran or dichloromethane lead to the desired 
mono-alkylated derivatives 16, 17 or 18 respectively. 




15 18 



where R4 can be H 

The dimethyl derivatives 19, 20 or 21 can be prepared by 
heating a solution of the aminocyclohexanes 13, 14 or 15 
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respectively in a mixture of formaldehyde and formic acid 
at temperatures ranging from 40 to 110 °C. 




An additional group of compounds of interest includes 
the following: 



N-NH 




1088 



Biological data for a number of compounds are shown 
in the following table. In vitro p3 8 alpha kinase 
inhibitory data are shown in the column identified as ''p38 
5 alpha ICso (JJM)''. Iii vitro human whole blood assay data 
for measuring the ability of the compounds to inhibit TNF 
production in human whole blood stimulated with LPS are 
shown in the column identified as: "'HPtfB JC50 (juM)''. In 
vivo assessment of the ability of the compounds to inhibit 
10 LPS-stimulated TNF-release in the rat is shown in the 
column identified as: ''ratLP5/^Jnh®dose ('mgr/Jcg; wherein 
the dose is in milligram per kilogram (mg/kg) administered 
by oral gavage, 4 hours before LPS challenge. 



Example 


p38 alpha 
IC50 (uM) 


HWB ICso 
ivM) 


ratLPS/%Inh 
®1 .0 (mg/kg) 


ratLPS/%Inh 
©5.0 (mg/kg) 


ratLPS/%Inh 
©20.0 (mg/kg) 


D-1 


0.17 




83.0 






D-2 


0.084 


1.79 


89.0 


95.0 




D-3 


0.095 


0.46 


69.0 


88 .0 


91.0 


D-4 


0 . 91 


1,55 


42 .3 


83 .0 


99.0 


D-5 


0.14 


4.09 


65.0 


78.5 


83.0 


D-6 


0 . 083 


1.33 


82.0 


96.0 


100 


D-7 


0.44 


>25.0 




0 




D-e 


0.18 


1.3 


65 


85 




D-9 


1.63 


15.8 


5 


86 




D-10 


3.95 


14.8 




80 




D-11 


0 . 16 


1.5 


43 


86 




D-12 


0.82 


7 . 06 


71 


91 




D-13 


0.33 


8 .36 


53 
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